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(1)

FDA’S DRUG APPROVAL PROCESS: UP TO THE
CHALLENGE?

TUESDAY, MARCH 1, 2005

U.S. SENATE,
COMMITTEE ON HEALTH, EDUCATION, LABOR, AND PENSIONS,

Washington, DC.
The committee met, pursuant to notice, at 9:30 a.m., in Room

106, Dirksen Senate Office Building, Hon. Mike Enzi, chairman of
the committee, presiding.

Present: Senators Enzi, Burr, Isakson, DeWine, Hatch, Kennedy,
and Murray.

OPENING STATEMENT OF SENATOR ENZI

The CHAIRMAN. I’ll call the Committee on Health, Education,
Labor, and Pensions to order for the hearing on the ‘‘FDA’s Drug
Approval Process: Up to the Challenge?’’

Good morning and welcome to the first in a series of hearings on
prescription drugs and the process that is used to ensure their safe-
ty and effectiveness.

I strongly believe that Congress needs to engage in strong over-
sight to help maintain the public’s confidence in the FDA. Congress
needs to understand the facts before deciding on a course of action.
Changes to the drug safety system should be carefully considered
to ensure they do not unduly impact patient access to important
therapeutics, and benefits and risks must be weighed on the same
scale. Separating consideration of safety from consideration of effi-
cacy is the wrong direction to go.

Today’s hearing will examine how the Food and Drug Adminis-
tration, better known as the FDA, makes decisions about new
drugs. As we focus on the FDA, we will also take a look at some
of the recent controversies that have come to light regarding the
drug approval process and the FDA’s mission to protect and pro-
mote public health.

Our next hearing on Thursday will look in greater detail at the
steps the FDA is taking to address public concerns about the safety
of our prescription medications. We will also take a glimpse into
the future and try to determine if the FDA will be able to handle
the challenges the agency will face in the years to come. We are
going to look at what the FDA is doing to modernize.

I am not a physician. I am not a lawyer. I am not an expert on
biostatistics. But I am a patient. All of us are patients. In fact, I
would venture to say that we have all at some point used prescrip-
tion drugs to maintain or improve our health, and many of us rely
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on them on a daily basis. Most of us don’t think twice about the
work the FDA does every day to ensure that our drugs are safe and
effective, or at least we don’t think about it until questions about
drug safety make the news.

So what is it that we expect of the FDA? At the risk of oversim-
plifying, I would say that we expect the following. We expect the
FDA to approve a new drug only if it is safe, effective, and the
known benefits of the drug outweigh the known risks if it is used
as intended. We expect the FDA to ensure that companies are com-
municating the benefits and the risks of their drugs to patients and
physicians in a clear and consistent manner. We expect the FDA
to keep tabs on the drugs on the market to ensure their continued
safety and to take appropriate action if new information dem-
onstrates new risks that were not apparent when a drug was ini-
tially approved.

So the questions we as Senators need to ask as we look at the
FDA process are the following. Does the FDA properly assess and
weigh the benefits and risks of drugs? Does the FDA ensure that
information about benefits and risks of drugs are communicated
fully? And does the FDA keep appropriate watch over drugs once
they are approved on the market? I believe these questions provide
the lens through which this committee should focus its attention as
we oversee the FDA.

Through holding these oversight hearings, we will bring out the
facts beneath the recent controversies so that we can understand
whether the FDA’s current system worked as intended or whether
something broke down. We will learn what the FDA and drug com-
panies did in response to the current safety concerns, whether
things should have been done differently, and whether legislation
is necessary to address these concerns. We will discuss how the
new initiatives that Secretary Leavitt recently announced will fur-
ther the FDA’s effort to meet the expectations that I described ear-
lier. We will also look into whether the FDA and the industry can
continue their efforts to reduce drug development time without
compromising safety, and whether these steps are steps that Con-
gress and the FDA need to be taking to make that happen.

The past dozen years have brought big changes to the drug ap-
proval process. The Prescription Drug User Fee Act, the Food and
Drug Administration Modernization Act, and the subsequent
amendments to both were bipartisan efforts that brought more con-
sistency, transparency, and accountability to the drug approval
process. But it is time for the reevaluation of the FDA’s organiza-
tion and processes. We must not sacrifice safety to speed drugs to
the market. However, we must weigh benefits and risks on the
same scale.

Every time we take a drug, we take a risk. So we should not
overreact to recent events by trying to develop a system that gets
us to zero risk. I do have kind of a rule of legislating that I have
found over the years to be true, and that is that if it is worth react-
ing to, it is worth overreacting to, and part of our job is to make
sure that we don’t overreact but that we appropriately react.

The FDA doctors and patients all have roles to play in evaluating
the benefits and risks of a particular drug. But a drug that is un-
available, while it may be safe, can never be effective.
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I appreciate Senator Kennedy being here, the other half of the
team. Somebody last week asked me what you get when you cross
the fourth most liberal Senator with the fifth most conservative
Senator and I said, a reasonable bill.

[Laughter.]
The CHAIRMAN. I think that was a Democrat——
Senator KENNEDY. Who is ahead of me?
[Laughter.]
I will wait until the election and I will find out.
The CHAIRMAN. I asked the same question on my side.
[Laughter.]
But I do want to congratulate all the members of the committee

for the great job that was done on the genetics nondiscrimination
bill, which is now through the Senate. Our job is not finished. We
have to get the House version passed and then we have to work
out any differences. Hopefully, there will be none. They will recog-
nize the great work that was put into our bill, and the 5 years of
effort, and we will get it done.

But I appreciate the bipartisan spirit that the committee has
been working on all issues on, and we do have a pretty big plate.
I have mentioned that out of the President’s top ten priorities, we
have 21, so he did combine a few in one or two of his priorities.

At this point, we will have Senator Kennedy make his opening
statement and then we will hear from Dr. Sandra Kweder.

OPENING STATEMENT OF SENATOR KENNEDY

Senator KENNEDY. Thank you very much. Thank you, Mr. Chair-
man. I commend you for calling this very important hearing on the
safety of prescription drugs.

When patients go to their medicine cabinets to open a prescrip-
tion bottle, they deserve an assurance that the medicines that they
take are safe and effective. Each one of us relies on the FDA for
that assurance.

So I commend Senator Enzi for his leadership in making drug
safety a priority for this oversight committee by calling today’s
hearing. There is no doubt that FDA’s ability to assure the safety
and effectiveness of medicine is under stress today as never before,
and I look forward to working closely with our distinguished chair-
man on legislation to restore the ability of the FDA to deal effec-
tively with the challenges it faces.

This week’s hearings will allow us to examine carefully the
issues under consideration for the new legislation. These include
better monitoring for drugs already on the market, greater inde-
pendence for the offices that assure safety, and better protections
against improper conflicts of interest on essential FDA panels.

Today’s hearing is the first step in the process and I am optimis-
tic it will lead to a comprehensive proposal to make certain that
every American can count on the FDA to protect their health.

Obviously, new drugs can pose risks, and the mission of the FDA
is to strike the right balance between testing them in advance and
withholding them from the market for too long. Since we don’t
know all the risks in advance, especially long-term risks, FDA has
a special responsibility to monitor drug safety after new drugs go
on the market.
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Last fall, the Food and Drug Administration required anti-de-
pressants, such as Prozac and Zoloft, to be labeled to reflect an in-
creased risk of suicidal thoughts and behavior for children and ado-
lescents. We also began to realize that Vioxx and other drugs in its
class increase the risk of heart attack or stroke. The FDA’s Advi-
sory Committee last week concluded that these drugs do increase
this risk and it made recommendations on how to mitigate the risk
of these drugs, which FDA says it will act on soon.

Questions certainly need to be asked about why FDA was reluc-
tant to modify the label on these anti-depressants, especially in
cases where they would be used by children.

Hindsight is 20/20, but there is a real concern that the agency
may have been too willing on safety issues to protect the pharma-
ceutical companies instead of the public interest. Why should it
take nearly 2 years after the so-called VIGOR clinical trial raised
serious questions about Vioxx for the agency to act on the safety
risk? And why should it take 5 years to discover that Vioxx, used
by tens of millions of patients, may double the risk of heart attack
or stroke?

When the drug user fees were enacted in 1992, Congress gave
FDA the funds to review drugs much more quickly, and most new
drugs in the world are now approved first in the United States, a
rather dramatic contrast from the conditions prior to that. But
drug safety checks have not kept pace with the speed of drug ap-
proval. Inevitably, when new drugs first come to market, we don’t
know enough about their use by large numbers of patients since
clinical trials may not detect a rare but serious problem. Effective
FDA oversight after approval is essential to detect problems and
the agency needs the resources and the authority to act quickly
and effectively to make ongoing assessments of the risks of drugs
in use.

It also needs clear authority to require relabeling a drug, if nec-
essary, after approval once a drug is found. Negotiations with a
drug maker should never delay accurate information for patients
and doctors.

The FDA needs clear authority, as well, to require a drug com-
pany to conduct further clinical trials to study a serious safety con-
cern after a drug goes on the market, and it needs a way to enforce
these study requirements.

We also need to examine so-called direct-to-consumer advertis-
ing, especially when it may lead to excessive use of new drugs
whose safety records can’t be fully known when they are first ap-
proved for use.

The FDA approval process needs to become more open. Conflicts
of interest of its Advisory Committee members must be dealt with
and fully disclosed in advance to the public when their expertise
requires their participation in a study. Many of us were troubled
by the reports last week that ten of the 32 members of the Advi-
sory Committee had ties to the drug industry and their votes were
decisive in the recommendations that Vioxx and Bextra be allowed
to return or remain on the market.

Patients also need better information about drugs written in un-
derstandable language so they can understand the risks and the
benefits.
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I welcome our witnesses today and I look forward to their testi-
mony.

Mr. Chairman, there are only a few good reasons to be absent
from your committee meeting, only a few good reasons, but I think
Senator Dodd is entitled for his good reason today, and that is he
just was the proud father of a baby girl born at 1 a.m. this morn-
ing, seven pounds, very healthy. There is no name yet. Enzina,
Enzina Dodd has a ring to it.

[Laughter.]
But anyway, I think for all the committee, we wish Senator Dodd

and his lovely wife, Jackie, and their marvelous baby girl all the
health and happiness in the world. Thank you.

The CHAIRMAN. I know Grace made a tremendous difference in
their life and I am sure that the new baby will, as well. It is great
to see that family together. That is tremendous news. I appreciate
your sharing it with us.

Senator KENNEDY. Thank you very much.
The CHAIRMAN. I would like to submit a statement from Senator

Clinton for the record.
[Prepared statement of Senator Clinton follows:]

PREPARED STATEMENT OF SENATOR CLINTON

• I would like to thank Senator Enzi and Senator Kennedy for
convening today’s hearing on the important issue of drug safety
and the approval process at the Food and Drug Administration
(FDA).

• In the 1990s, we passed several landmark pieces of legislation
that allowed the FDA to considerably shorten the amount of time
needed to approve drugs for use by consumers. These changes
meant that patients suffering from serious diseases, like AIDS and
cancer, could gain quicker access to potentially lifesaving medica-
tions.

• While First Lady, I was proud to work with the FDA on devel-
oping the Pediatric Rule, which ensures that drugs marketed to pe-
diatric populations have first been tested on children. During my
time in the Senate, Senator DeWine and I introduced the Pediatric
Research Equity Act of 2003, legislation that gave the agency the
legal authority necessary to continue enforcing the Pediatric Rule.
I also worked with Senators Dodd and DeWine on the Best Phar-
maceuticals for Children Act, which provides incentives for compa-
nies to ensure that their drugs are safe for children.

• For many years, the FDA and its approval mechanisms have
been considered the gold standard among the world’s drug safety
bodies. And no one here doubts the desire of the agency’s many em-
ployees to continue to carry out its mission of keeping our drug
supply safe for all Americans.

• Despite this, we know there have been breakdowns at the
agency. We know that, at times, it has taken too long for the FDA
to act when a drug may pose a threat to Americans.

• Recent concerns about the safety of drugs that have been ap-
proved and are available to consumers point to the need to develop
guidelines for ways to monitor drugs once they reach the market.

• Today, we will have the opportunity to hear about the con-
troversies involving both Cox-2 drugs and antidepressant use in
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children. These events demonstrate the need to better understand,
identify, and monitor the risks that drugs pose after they have
been approved for use by the public.

• With my work on both the Pediatric Rule and the Best Phar-
maceuticals for Children Act, I have tried to encourage both the
FDA and drug companies to implement changes to the system in
which they test, approve, and market drugs for use in the pediatric
population. From these experiences, I know that there are a variety
of methods through which we can involve both the industry and the
FDA to ensure the safety of products on the market. And I look for-
ward to continuing to work with all stakeholders to improve the
safety of our drugs, not just the products marketed to children.

• In addition to further demonstrating the need for post-market-
ing monitoring, the Vioxx controversy highlights the role compara-
tive effectiveness can play in ensuring the use of the most appro-
priate treatment for a specific condition. I pushed for inclusion of
comparative effectiveness studies in the recent Medicare law, and
I would note that one of the first studies to be carried out under
this provision is a systematic review of Cox-2 drugs. I believe that
this information will assist physicians and patients in selecting the
best treatment and help reduce inappropriate uses of treatments
that pose unnecessary safety risks to patients.

• I hope that in today’s hearing, we can begin to explore the
ways in which we can strike a balance between the speed with
which we get lifesaving drugs to the market, and the safety that
has been, and should remain, a hallmark of the FDA name.

• Again, I would like to thank Senators Enzi and Kennedy for
convening today’s hearing, and I look forward to working with my
colleagues on the HELP committee to developing some practical, bi-
partisan solutions to continue to ensure that the drugs approved by
the FDA are safe for all Americans.

The CHAIRMAN. At this point, I would like to welcome Dr. Sandra
Kweder, the Deputy Director of the FDA’s Office of New Drugs. Dr.
Kweder is a Captain in the Uniformed Public Health Service. Dr.
Kweder will review FDA’s drug approval process and discuss how
approval, labeling, and postmarked surveillance are all considered
by the FDA. Dr. Kweder.

STATEMENT OF SANDRA L. KWEDER, M.D., DEPUTY DIRECTOR,
OFFICE OF NEW DRUGS, FOOD AND DRUG ADMINISTRATION,
U.S. DEPARTMENT OF HEALTH AND HUMAN SERVICES,
ROCKVILLE, MD

Dr. KWEDER. Good morning, Senators. Thank you very much. I
am very pleased to be here today to talk about drug safety and say
some words about the drug approval process.

FDA’s review of drugs prior to approval and throughout their life
cycle on the market is recognized worldwide as a gold standard. We
believe that FDA has maintained the highest standards for drug
approval, oversight of the investigational process, and for safety in
the world.

Like drug development, postmarketing safety, though, is dy-
namic. While no amount of study before we approve a drug will
ever identify all the information about drug effectiveness or risk
that there is, our ability to monitor safety has to keep pace with
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changes in science as well as with changes in marketing patterns
and how drugs are used by doctors and patients.

Acting Commissioner Crawford is committed to strengthening
drug safety at FDA. He, in conjunction with Secretary Leavitt, an-
nounced new measures to increase public knowledge about drug
safety issues just recently. Our goal is to assure that full and rigor-
ous scientific and regulatory judgments are consistently applied to
oversight of safety issues at FDA. Our actions will follow Dr.
Crawford’s announcement last fall of a five-step plan for greater
drug safety, but in the coming year, we will also significantly in-
crease our resources devoted to drug safety.

The five-step plan that we announced last fall included a study
by the Institute of Medicine of drug safety in the United States,
and in particular, FDA’s role in assuring that. We have begun
planning that with the Institute of Medicine.

Second, a national search for a permanent director of our Office
of Drug Safety, and we have begun that process, as well.

We have also implemented a formal process for resolving sci-
entific disputes within our agency among our own scientists, where
those exist.

We have begun the fourth point of Dr. Crawford’s plan, which
was conducting workshops and meetings of our Advisory Commit-
tees to discuss complicated safety issues. Our recent meeting on
the COX-2 selective inhibitors last week is a very good example of
this effort.

And fifth, final publication of three important guidance docu-
ments for industry to help companies identify safety issues early
and develop effective programs for monitoring them and helping
physicians and patients manage those risks. We expect final publi-
cation of these guidances this month.

In addition, what was recently announced is that FDA will estab-
lish a Drug Safety Board composed of independent senior experts
from within and outside the agency to oversee on a routine basis
new and ongoing drug safety concerns. This board will also ensure
that the public is provided with important emerging information
about drug safety issues through modern communication tools, in-
cluding a drug watch page on the FDA website. Our goal is to pro-
vide consumer-friendly information, especially for patients and
health care professionals, about emerging risks that they should be
concerned about.

As we develop our communications tools, the agency does plan to
solicit public input on how we should manage them, make them
most effective, and address concerns about disseminating emerging
information before we take regulatory action.

In my written testimony, I outline the process of drug develop-
ment, including how therapies undergo clinical trials under close
FDA scrutiny and how sponsors conduct thorough safety and effec-
tiveness analyses, submit applications to the agency, and how we
go about the process of exhaustive review of the data unlike any
regulatory agency in the world.

But even before FDA approves a drug, the postmarketing mon-
itoring and planning for postmarketing monitoring begins. To do
this requires the input of my experts, experts in pre-marketing
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safety assessment and in postmarketing safety, so that we can put
together a systematic approach to each unique product.

The sponsor, once the product is on the market, must submit
periodic safety updates to the agency so that our safety experts can
review and analyze adverse event reports. How we respond to in-
formation from this ongoing surveillance depends, of course, on the
drug’s overall safety and benefit profile. When a serious risk is
identified, if the public health benefit outweighs the known risks
for the intended population in use, FDA allows continued market-
ing of the drug. We may ask manufacturers to revise the labeling
or add new warnings and precautions. We may issue public health
advisories and information sheets. We may even consider working
with the company to restrict distribution of the product or remove
it from the market. Our action depends on the frequency of the re-
ports, the seriousness of the disease, the availability of alternative
treatments, and the consequences of not treating the disease if
there aren’t available treatments.

In 1992, Congress enacted the Prescription Drug User Fee Act.
PDUFA, as we call it, emphasizes timely action by FDA but does
not alter or compromise our commitment to ensuring that drugs
are safe and effective. These fees are essential to our efforts to im-
prove drug safety. The focus on safety begins with the earliest work
on drug discovery, and as the drug development process continues,
we evaluate the safety of the therapeutic compound in every stage
of development. Thanks to PDUFA, we are able to commit far
greater resources to these safety responsibilities. Your committee
played a significant role in PDUFA, and on behalf of patients,
countless patients who have benefited from therapies approved
under PDUFA, I want to thank this committee.

In conclusion, at FDA, providing the American public with safe
and effective medicines is our core mission. The recent initiatives
we have announced will improve our current system to assess drug
safety. Moreover, as we strive for continuous improvement, we will
evaluate new approaches to advance drug safety. As always, we
value input from the Congress, from patients, and from the medical
community as we develop and refine our initiatives.

I am happy to take your questions.
The CHAIRMAN. Thank you for your testimony. I appreciate the

tremendous summarization you did. I want to assure that your en-
tire statement will be a part of the record. We and our staffs rely
on that volume of information to be able to do the job.

[The joint prepared statement of Dr. Kweder and Dr. Woodcock
follows:]

JOINT PREPARED STATEMENT OF SANDRA L. KWEDER, M.D. AND JANET WOODCOCK,
M.D.

INTRODUCTION

Mr. Chairman and members of the committee, I am Dr. Sandra Kweder, Deputy
Director of the Office of New Drugs at the Center for Drug Evaluation and Research
(CDER), United States Food and Drug Administration (FDA or the Agency). I am
pleased to be here today to discuss drug safety and the drug approval process.

Because of the importance of these issues, you are holding two hearings over the
course of 3 days. Dr. Janet Woodcock, FDA’s Acting Deputy Commissioner for Oper-
ations, will appear at your hearing on March 3. We have one written statement to
address both hearings.
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SAFETY IS A HIGH PRIORITY

Let me begin with a few words about safety, and I will return to this issue
throughout our written testimony. Modern drugs provide unmistakable and signifi-
cant health benefits. FDA’s drug review process is recognized worldwide as a gold
standard. Indeed, we believe that FDA maintains the highest standards for drug ap-
proval. There have been significant additions to those standards during the last sev-
eral decades, in response to advances in medical science. Currently, FDA approves
drugs after they are studied in many more patients and undergo more detailed safe-
ty evaluation than ever before. FDA grants approval to drugs after a sponsor dem-
onstrates that their benefits outweigh their risks for a specific population and a spe-
cific use, and that the drug meets the statutory standard for safety and efficacy.
However, no amount of study before marketing will ever elucidate all the informa-
tion about effectiveness or all the risks of a new drug. Therefore, post-marketing
surveillance is extremely important.

Adverse effects that are not detected during clinical trials are identified after ap-
proval through post-marketing clinical trials, spontaneous reporting of adverse
events, or observational studies based on more widespread use of the product follow-
ing approval. That is why Congress has supported and FDA has created a post-mar-
ket drug safety program designed to collect and assess adverse events identified
after approval for all drugs we regulate.

This program serves as a complement to the pre-market safety reviews required
for approval of prescription drugs in the U.S. FDA also evaluates and responds to
adverse events identified in ongoing, post-market clinical trials that test approved
drugs for other indications. We also evaluate and respond to events reported by phy-
sicians, their patients, or drug manufacturers. With this information, we make label
changes and take other regulatory action as needed.

It is important to emphasize that all approved drugs pose some level of risk, such
as the risks identified in clinical trials and listed on the labeling of the product. Un-
less a new drug’s demonstrated benefit outweighs its known risks for its intended
population, FDA will not approve the drug. However, we cannot anticipate all pos-
sible effects of a drug based on data from the clinical trials that precede approval.

NEW FDA INITIATIVES TO STRENGTHEN DRUG SAFETY

November 2004 Five-Step Plan
At FDA, we are constantly striving to improve our processes and methods, and

thereby better serve the public health. Recent developments have prompted us to
refocus our drug safety efforts and take additional steps to identify drugs that may
have unacceptable risk profiles.

On November 5, 2004, Acting Commissioner Crawford announced a five-step plan
to strengthen FDA’s drug safety program. First, it called for FDA to sponsor an In-
stitute of Medicine (IOM) study to evaluate the current drug safety system. An IOM
committee will study the effectiveness of the U.S. drug safety system, with an em-
phasis on the post-marketing phase, and assess what additional steps FDA could
take to learn more about the side effects of drugs as they are actually used. We will
ask IOM to examine FDA’s role within the health care delivery system and rec-
ommend measures to enhance the confidence of Americans in the safety and effec-
tiveness of their drugs.

Second, Dr. Crawford announced that CDER would implement a program for ad-
dressing differences of professional opinion. I am pleased to report that CDER re-
cently put this program into effect. Currently, in most cases, free and open discus-
sion of scientific issues among review teams and with supervisors, managers and
external advisers, leads to an agreed course of action. Sometimes, however, a con-
sensus decision cannot be reached, and an employee may feel that his or her opinion
was not adequately considered. Such disagreements can have a potentially signifi-
cant public health impact.

In an effort to improve the current process, CDER has formalized a program to
help ensure that the opinions of dissenting scientific reviewers are formally ad-
dressed and transparent in its decision-making process. An ad hoc panel, including
FDA staff and outside experts not directly involved in disputed decisions, will have
30 days to review all relevant materials and recommend to the Center Director an
appropriate course of action.

Third, CDER will conduct a national search to fill the currently vacant position
of Director of the Office of Drug Safety (ODS), which is responsible for overseeing
the post-marketing safety program for all drugs. CDER is seeking a candidate who
is a nationally recognized drug safety expert with knowledge of the basic science of
drug development and surveillance, and a strong commitment to protecting the pub-

VerDate 11-MAY-2000 13:17 Jul 21, 2005 Jkt 000000 PO 00000 Frm 00013 Fmt 6633 Sfmt 6621 S:\DOCS\99761.TXT SLABOR3 PsN: SLABOR3



10

lic health. CDER is working with the Office of Personnel Management on this
search.

Fourth, in the coming year CDER will conduct additional workshops and advisory
committee meetings to discuss complex drug safety and risk management issues.
Most recently, for example, the Agency conducted a 3 day Advisory Committee
meeting that examined COX-2 selective non-steroidal anti-inflammatory drugs and
related medicines. The Committee held its meeting on February 16–18, 2005, and
heard presentations from more than 25 experts. At the end of the meeting, the Advi-
sory Committee issued recommendations that the Agency is promptly and carefully
reviewing before taking further action.

Finally, FDA intends to publish final versions of three guidances that the Agency
developed to help pharmaceutical firms manage risks involving drugs and biological
products. These guidances should assist pharmaceutical firms identify and assess
potential safety risks not only before a drug reaches the market but also after a
drug is already on the market. FDA expects to publish the final guidances in the
second quarter of 2005.
February 2005 Drug Safety Announcement

On February 15, 2005, HHS Secretary Leavitt and Acting Commissioner Crawford
unveiled a new, emboldened vision for FDA that will promote a culture of openness
and enhanced oversight within the Agency. As part of this vision, FDA will create
a new independent Drug Safety Oversight Board (DSB) to oversee the management
of drug safety issues, and will improve transparency by providing emerging informa-
tion to health providers and patients about the risks and benefits of medicines.

Under this proposal, FDA will enhance the independence of internal deliberations
and decisions regarding risk/benefit analyses and consumer safety by creating an
independent DSB. The DSB will oversee the management of important drug safety
issues within CDER. The DSB will be comprised of individuals from FDA who were
not involved in the initial review of the drug, as well as medical experts from other
HHS agencies and government departments (e.g., the National Institutes of Health
and Department of Veterans Affairs). CDER’s Deputy Director will serve as the
Chair of the DSB. The DSB also will consult with other medical experts and rep-
resentatives of patient and consumer groups.

FDA will also increase the transparency of the Agency’s decision-making process
by establishing new and expanding existing communication channels to provide
drug safety information to the public. These channels will help ensure that estab-
lished and emerging drug safety data are quickly available in an easily accessible
form. The increased openness will enable patients and their health care profes-
sionals to make better-informed decisions about individual treatment options. The
Agency is also proposing a new Drug Watch webpage that will include emerging in-
formation about possible serious side effects or other safety risks for previously and
newly approved drugs. This resource will contain valuable information that may
alter the benefit/risk analysis for a drug or affect patient selection or monitoring de-
cisions. The web resource may also contain information about measures that pa-
tients and practitioners can take to prevent or mitigate harm. This information re-
source will significantly enhance public knowledge and understanding of safety
issues by discussing emerging or potential safety problems even before FDA has
reached a conclusion that would prompt a regulatory action. As always, FDA is com-
mitted to maintaining patient privacy as it implements these measures.

As FDA develops these communication formats, the Agency will solicit public
input on how FDA should manage potential concerns associated with disseminating
emerging information prior to regulatory action. The Agency will also issue draft
guidance on procedures and criteria we will use to identify drugs and information
that will appear on the Drug Watch webpage. In addition, FDA will actively seek
feedback from health care professionals, patients and consumers on how best to
make this information available to them.
Increased Funding for the Office of Drug Safety

FDA has a longstanding commitment to provide a strong resource base for ODS.
As the graph set forth below demonstrates, we have steadily increased the financial
and human resources dedicated to post-market drug safety over the past decade.

The budget for fiscal year 2006 continues this commitment. The President has
proposed a 24 percent increase for FDA’s post-market safety program to help further
ensure that America’s drug product supply is safe and effective, and of the highest
quality. Under this proposal, CDER’s ODS would receive increased funding to ex-
pand the Agency’s ability to rapidly survey, identify and respond to potential safety
concerns for drugs on the market. ODS will hire additional staff to manage and lead
safety reviews, will increase the number of staff with expertise in critical areas such
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as risk management, risk communication and epidemiology, and will increase access
to a wide range of clinical, pharmacy and administrative databases. The Adminis-
tration’s proposed budget for ODS will increase by $6.5 million, including $1.5 mil-
lion in user fees, for a total fiscal year 2006 ODS funding level of $33.4 million.
PDUFA resources will represent nearly one-third of the ODS budget for the coming
year. Our commitment to increase resources available for post-market safety will en-
hance the structural changes we are proposing to advance drug safety.

THE DRUG APPROVAL PROCESS

Pre-Approval Focus on Safety
FDA’s focus on safety begins at the earliest stages of drug development, when we

review a product under an investigational new drug (IND) application. During the
IND period, products must complete three phases of clinical (human) trials. Phase
I studies involve the initial introduction of an IND drug into humans to assess the
most common acute adverse effects and examine the size of doses that patients can
take safely without a high incidence of side effects. However, before beginning
human trials, the sponsor must perform extensive animal toxicity studies. Research-
ers closely monitor these studies. They may conduct Phase I trials in patients, but
often rely on healthy volunteer subjects. In general, these studies yield initial safety
data and useful information to establish the appropriate dose of the drug.

Phase II includes the early controlled clinical studies conducted to obtain addi-
tional information on appropriate dosing, as well as preliminary data on the effec-
tiveness of the drug for a specific indication in patients with the disease or condi-
tion. This phase of testing also helps identify short-term side effects and risks pos-
sibly associated with the drug. Phase II studies are typically well controlled, closely
monitored and conducted in studies that usually involve several hundred patients.
In these studies, researchers compare results of patients receiving the drug with
those who receive a placebo, a different dose of the test drug, and/or another active
drug. At the conclusion of these studies, FDA and the sponsor meet to determine
if the drug’s development should advance to Phase III and how to design and con-
duct further trials.

Finally, researchers design Phase III trials for a larger number of patients and
build on the data gained from the first two phases of trials. These studies provide
the additional information about safety and effectiveness needed to evaluate the
overall benefit-risk relationship of the drug. Phase III studies also provide the basis
for extrapolating the results to the general population and provide essential infor-
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mation for the package labeling. Once the results of all the clinical trials are avail-
able, the sponsor of the application (usually the manufacturer of the product) ana-
lyzes all the data and submits a new drug application (NDA) or biologics license ap-
plication to FDA for review.
Post-Approval Risk Assessment

Once FDA approves a drug, the post-marketing monitoring stage begins. The
sponsor (typically the manufacturer) is required to submit periodic safety updates
to FDA on their drug. Also during this period, we continuously receive adverse event
reports through our MedWatch system from other sources such as health care pro-
viders and patients. Safety experts review and analyze the reports to establish the
frequency and seriousness of the adverse events. Our response to information from
this ongoing surveillance depends on an evaluation of the aggregate public health
benefit of the product compared to its evolving risk profile. FDA carefully considers
the seriousness and the frequency of reported adverse events as well as the esti-
mated number of patients who benefit from the drug. The occurrence of a rare
event, even a serious event, may or may not, by itself, be sufficient to take a drug
product off the market. Adverse event reports do not solely provide all the data nec-
essary to identify any potential risks that may be associated with a specific product
or class of products; however, over time, they provide us with another piece to a
complex puzzle.

If the public health benefit of the product outweighs its known risks for the in-
tended population and intended use, FDA allows the continued marketing of the
drug. Often, as more becomes known about the potential risks or benefits of a prod-
uct, its label will be revised so that it better reflects information on appropriate use.
For example, FDA may ask the manufacturer to revise the labeling to add informa-
tion on adverse reactions not previously listed, to add new warnings describing con-
ditions under which the drug should not be used, or to add new precautions advising
doctors of measures to minimize risk. FDA often issues Public Health Advisories
and information sheets for health care providers and patients that discuss the new
safety information. In the event of reports of death or life-threatening injury, FDA
and the sponsor may consider restricting the distribution of the product or removing
it from the market. Our action will depend on the frequency of the reports, the seri-
ousness of the diseases or conditions for which the drug provides a benefit, the
availability of alternative therapy, and the consequences of not treating the disease.

The issue of how to detect and limit adverse reactions can be challenging. How
to weigh the impact of these adverse drug reactions against the benefits of these
products on individual patients and the public health is multifaceted and complex,
and involves scientific as well as public health issues.

STATUTORY CHANGES TO DRUG APPROVAL AT FDA

FDA was founded in response to concerns about safety, and attention to safety
pervades everything that we do. In the Federal Food, Drug and Cosmetic Act of
1938, Congress gave FDA the authority to review the evidence that a drug was safe
for its intended use. In 1962, Congress added a requirement that drug sponsors also
demonstrate that a drug is effective, using adequate and well controlled studies.
Thus, drug safety means that the demonstrated benefits of a drug outweigh its
known and potential risks for the intended population and use. In recent years,
Congress has enacted legislation that provides significant additional tools to im-
prove our focus on safety: the Prescription Drug User Fee Act (PDUFA) and the
Food and Drug Administration Modernization Act (FDAMA).

In 1992, Congress enacted PDUFA. This landmark legislation provided significant
resources for FDA to hire more medical and scientific reviewers to conduct pre-mar-
ket reviews, to hire support personnel and field investigators to speed the applica-
tion review process for human drug and biological products, and to acquire critical
information technology infrastructure to support our review process.

In 1997, following the success of PDUFA I, Congress reauthorized the program
for an additional 5 years when it enacted FDAMA of 1997. With PDUFA II came
higher expectations for product reviews and additional goals designed to reduce
drug development times.

In 2002, Congress reauthorized PDUFA for a third time. PDUFA III places great
emphasis on ensuring that user fees provide a sound financial footing for FDA’s new
drug and biologic review process and, for the first time, gives FDA authority to ex-
pend PDUFA resources on risk management and drug safety activities during the
approval process and during the first 2 to 3 years following drug approval. Mr.
Chairman, your Committee played a significant role in creating and reauthorizing
PDUFA, and on behalf of my colleagues at FDA and countless patients throughout
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America who benefit from the therapies approved under the PDUFA process, I
thank you for your efforts.

One of the primary goals of PDUFA was to address the significant delay in U.S.
patients’ access to new medicines. The objective was to increase benefits to patients,
without increasing risks. Before PDUFA, drug lag was a serious concern for U.S.
patients and practitioners. Life-saving drugs were available to patients in other
countries months and sometimes years before they were available in the U.S. Be-
cause of the additional resources and process improvements implemented since
PDUFA I became law, the average FDA drug review time has declined by more than
12 months.

It is important to emphasize that an recent study by Berndt, et al. of the National
Bureau of Economic Research found no significant differences in the rates of safety
withdrawals for drugs approved before PDUFA compared to drugs approved during
the PDUFA era. This research confirms FDA’s analysis on the same subject. In ad-
dition, we are now adding black box warnings sooner than we did before PDUFA.
This indicates that PDUFA has been successful in both speeding access and preserv-
ing safety.

In general, PDUFA authorizes FDA to collect fees from companies that produce
certain human drug and biological products. When a sponsor seeks FDA approval
for a new drug or biologic product, it must submit an application accompanied by
a fee to support the review process. In addition, companies pay annual fees for each
manufacturing establishment and for each prescription drug product marketed. Be-
fore PDUFA, taxpayers alone paid for product reviews through budgets provided by
Congress. Under the PDUFA approach, industry provides additional funding in re-
turn for FDA’s efforts to meet drug-review performance goals that emphasize
timelines but do not alter or compromise our commitment to ensuring that drugs
are safe and effective before they are approved for marketing.

PDUFA III—GREATER EMPHASIS ON DRUG SAFETY

PDUFA fees are essential to our efforts to improve drug safety. Our trained
health professionals work to help ensure and improve drug safety using a process
of scientific review, monitoring, and analysis throughout the life cycle of the drugs
we approve for marketing. A focus on safety initiates during the pre-marketing
phase, when the earliest work on drug discovery begins. As the drug development
process continues, we evaluate the safety of the therapeutic compound over a num-
ber of years during pre-clinical testing, clinical trials involving humans and eventu-
ally, with the submission of an NDA for FDA review. Thanks to PDUFA, we are
able to commit far greater resources to our important safety responsibilities.

Under PDUFA III, Congress granted authority for FDA to expend user fees for
post-market safety review. FDA made this a top priority during our PDUFA negotia-
tions. Beginning with PDUFA III, for drugs approved after October 1, 2002, we can
spend PDUFA resources on ‘‘collecting, developing, and reviewing safety information
on drugs, including adverse event reports’’ for up to 3 years after the date of ap-
proval. The initiative to address drug safety for PDUFA III products helps FDA bet-
ter understand a drug’s risk profile, provide risk feedback to the sponsors and pro-
vide essential safety information to patients and health practitioners.

From October 1, 2002, through December 31, 2004, FDA reviewed 63 risk man-
agement plans for drug and biologic products. Twenty-eight of these related to appli-
cations submitted after PDUFA III took effect. We also conducted pre-approval safe-
ty conferences, risk management plan reviews, drug safety meetings, and meetings
with sponsors to discuss proposed drug supplements.

In response to PDUFA III, FDA held a public meeting in April 2003 to discuss
risk assessment, risk management, and pharmacovigilance practices. On May 5,
2004, based on the valuable information generated through the meeting process, we
published three draft guidances on these important drug safety topics. FDA received
extensive comments on these documents, and we expect to publish all three final
guidances in the second quarter of 2005.

SAFETY ADVANCES IN FDAMA

Enacted in 1997, FDAMA has been an important addition to FDA’s legal frame-
work. FDAMA passed following a thorough Congressional examination of the Agen-
cy’s policies and programs. It instituted a number of comprehensive changes, re-
affirmed the Agency’s vital role in protecting the public health and served as the
vehicle for enacting PDUFA II.
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Pediatric Exclusivity and Safer Use of Drugs in Children
For decades, children were prescribed medications that had not been studied for

safety and efficacy in pediatric populations. As a component of FDAMA, Congress
provided incentives to sponsors to conduct pediatric clinical trials. Section 111 of
FDAMA authorized FDA to grant an additional 6 months of marketing exclusivity
(known as pediatric exclusivity) to pharmaceutical manufacturers that conduct stud-
ies of certain drugs in pediatric populations. The objective of section 111 was to pro-
mote pediatric safety and efficacy studies of drugs. With the valuable information
generated by these studies, the product labeling can then be updated to include ap-
propriate information on use of the drug in the pediatric population. To qualify for
pediatric exclusivity, sponsors must conduct pediatric studies according to the terms
of a Written Request issued by FDA and submit the results of those studies in an
NDA or supplement.

In 2002, Congress renewed this authority when it enacted the Best Pharma-
ceuticals for Children Act (BPCA). BPCA also mandates that FDA report to the Pe-
diatric Advisory Committee, in a public forum, any safety concerns during the 1
year period after we grant pediatric exclusivity. To date, we have reported safety
concerns on 34 drugs at six separate public advisory meetings.

Finally, BPCA contains important, new disclosure requirements. Outside of
BPCA, the Agency generally may not publicly disclose information contained in an
IND, unapproved NDA, or unapproved supplemental NDA. Once FDA approves an
NDA or supplemental NDA, the Agency can make public certain summary informa-
tion regarding the safety and effectiveness of the product for the approved indica-
tion.

However, section 9 of BPCA gives FDA important new disclosure authority. BPCA
requires that, no later than 180 days after the submission of studies conducted in
response to a Written Request, the Agency must publish a summary of FDA’s medi-
cal and clinical pharmacology reviews of those studies. Moreover, we must publish
this information regardless of whether our action on the pediatric application is an
approval, approvable, or not-approvable action. Thus under FDAMA, information on
pediatric studies conducted in response to Written Requests was not available until
after the supplemental application was approved. In contrast, under BPCA, a sum-
mary of FDA’s medical and clinical pharmacology reviews of pediatric studies is
publicly available regardless of the action taken on the application. Since 2002, FDA
has posted the summaries of these reviews for 41 products submitted in response
to a Written Request on FDA’s website at: (http://www.fda.gov/cder/pediatric/
Summaryreview.htm). This information provides a rich source of valuable safety in-
formation to allow pediatricians to make more informed decisions about whether
and how to use these drugs in their patients.
Post-Marketing Safety Studies

On April 30, 2001, FDA’s regulations implementing section 130 of FDAMA, which
requires sponsors of approved drugs and biologics to report annually on the status
of post-marketing commitments, became effective. These regulations modified exist-
ing reporting requirements for NDA drug studies and created a new reporting re-
quirement for biologic products.

FDA may request that the sponsor conduct post-marketing studies to provide ad-
ditional important information on how a drug works in expanded patient popu-
lations or to identify safety issues that occur at very low frequency or in special pa-
tient populations. The post-marketing safety study obligations in section 130 are of
keen interest to patient and consumer advocates who track the completion of post-
marketing commitments and FDA’s efforts to review study results and modify drug
labeling. The regulations implementing section 130 provide FDA with a mechanism
to monitor study progress through the annual submission of study status reports.
FDA posts the status of post-marketing studies on its public website and publishes
an annual summary of industry’s progress in fulfilling post-marketing commitments
in the Federal Register.

CRITICAL PATH

On March 16, 2004, FDA released a report addressing the recent slowdown in in-
novative medical therapies submitted to FDA for approval: ‘‘Innovation/Stagnation:
Challenge and Opportunity on the Critical Path to New Medical Products.’’ The re-
port describes options to modernize the medical product development process to try
to make it more predictable and less costly. The report focuses on ways that FDA
could collaborate with academic researchers, product developers, patient groups, and
other stakeholders to make the critical path much faster, predictable, and less cost-
ly.
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Enhancing the Safety of Medical Products
During drug development, safety issues should be detected as early as possible.

However, because of limitations of current methods, safety problems are often un-
covered only during clinical trials or, occasionally, after marketing. Despite efforts
to develop better methods, some tools used for toxicology and human safety testing
are outdated. Clinical testing, even if extensive, often fails to detect important safe-
ty problems, either because they are uncommon or because the tested population
was not representative of eventual recipients. Conversely, some models create worri-
some signals that may not be predictive of a human safety problem.

There are opportunities for developing tools that can more reliably and efficiently
determine the safety of a new medical product. To meet this challenge, FDA has
called for a new focus on modernizing the tools that applied biomedical researchers
and product developers use to assess the safety and effectiveness of potential new
products. Many of these tools—diagnostics such as pharmacogenomic tests and im-
aging techniques—would also be used after marketing to monitor safety in the real
world clinical setting. The Critical Path report describes opportunities for FDA,
working with academia, patient groups, industry, and other government agencies,
to embark on a collaborative research effort. The goal is to create new performance
standards and predictive tools that will provide better answers about the safety and
effectiveness of investigational products, to do this faster and with more certainty,
and to enhance the safety of these products in the clinic.

In addition to improved safety tools, Critical Path also focuses on tools that will
help individualize therapy. We enhance safety when the target population does not
include individuals who cannot benefit from the treatment. For these individuals,
drug exposure is all risk. Better tools for individualized therapy will help to identify
patients who will respond to therapy. New science has provided the basic knowledge
to make these tools a reality.

Critical Path is not a fundamental departure for FDA, but rather builds on the
Agency’s proven ‘‘best practices’’ for expediting the availability of promising medical
technologies. While the report touches on all aspects of medical product develop-
ment, identifying new tools to address drug safety challenges would represent a
giant step down the Critical Path.

CONCLUSION

At FDA, providing the American public with safe and effective medical products
is our core mission. We base decisions to approve a drug or to keep it on the market
if new safety findings surface on a careful balancing of risk and benefit to patients.
This is a multifaceted and complex decision process, involving scientific and public
health issues. The recent initiatives we have announced will improve our current
system to assess drug safety. Moreover, as we strive for continuous improvement,
we will continue to evaluate new approaches to advance drug safety. As always, we
value input from Congress, patients and the medical community as we develop and
refine these drug safety initiatives.

Once again, thank you for the opportunity to testify before the Committee today.
I am happy to respond to questions.

The CHAIRMAN. I do want to mention that we are trying to be
very thorough in the hearing so that we can get as much informa-
tion as possible before we draft the bill. We are trying to have some
restraint, and, of course, I am calling on all committee members to
do that, and so far, we have had success with that.

Getting back to your testimony, could you describe the vetting
process the FDA uses for Advisory Committee members in general?
Were there any additional criteria for selecting members for the
Advisory Committee that examined the COX-2 inhibitors?

Dr. KWEDER. The process for vetting—for members’ participation
for an individual meeting is extremely complicated and we have a
whole section of our website devoted to all the rules and regula-
tions that are required to be met. We can get that information for
you.

I will tell you that one of the things that makes a potential par-
ticipant a valuable member of any expert committee is their experi-
ence in drug development, drug safety assessment, as well as clini-
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cal practice. Oftentimes, it is research experience. Most medical re-
searchers in this country have at one time or another had funding
from—participated in funding from a pharmaceutical company.

In the case of this recent meeting, we had the unusual cir-
cumstance of reviewing six COX-2 inhibitor products marketed and
not marketed by four different companies, as well as over 30 non-
steroidal anti-inflammatory drugs from numerous different compa-
nies. There was almost not a drug company in the world that some-
one didn’t have to be screened for having an interest in for this
particular meeting. Our advisors and consultant staff are experts
in that and we think they did a very good job in screening people
for important conflicts of interest.

The CHAIRMAN. Thank you. Changing it slightly here, the FDA
recently published a report on the performance of drug and biologic
firms in conducting postmarketing studies. The report indicates
that of the studies concluded between October 1, 2003, and Septem-
ber 20, 2004, no studies were identified where the commitment was
not met. Likewise, the study indicates that only one percent of the
pending studies for drug applications were delayed.

In your opinion, does this report indicate that pharmaceutical
firms are meeting their postmarketing study commitments in a
timely manner?

Dr. KWEDER. To the extent the data tells us that, I think that
things have improved significantly. The number of postmarketing
study commitments that were completed in fiscal year 2004 was
double that number from 2003.

The CHAIRMAN. Thank you. We have heard that the FDA deter-
mines safety using a risk-benefit analysis. Can you explain what
factors the FDA considers in its risk-benefit analysis, and in your
opinion, is it ever appropriate to assess the safety of a drug product
without weighing both its risks and its benefits?

Dr. KWEDER. Let me start with the last question. I think it is
never appropriate to look at only benefit or only safety. There is
always a judgment.

First, let me say that the first thing we look at is what is the
risk itself? Is the risk or the safety concern something that is an
annoyance or is it something that is significant and important? Is
it an itch that will go away, or is it liver failure? Those are very,
very different considerations. So what is the risk?

How common is the risk from what we can tell? Does it occur in
one in 100 people or one in five million?

We look at what is the product—what is the disease or the condi-
tion being treated? Again, is it an annoyance or is it something im-
portant? So what the disease is it is treating is an important con-
sideration.

We look at how beneficial is the drug? What do we understand
about if this drug were not available, what are the alternative
treatments that might be available? How good are they?

We also factor in how certain we are of the risk, given all of
those other considerations, and if the disease were not treated, par-
ticularly for something which there is no alternative therapy avail-
able, what are the consequences to the patient of that?

In order to make these kinds of assessments, it really takes ex-
pertise from a number of different people, experts who understand
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how benefit was determined in the first place and what those stud-
ies showed. It also takes expertise from people who think about
drug safety data in the grand scheme of the population and how
certain we are depending on how a risk was detected and what
other sources of information might be able to help us. And it really
also takes the important perspective of experts who understand
how medicines are used by doctors and patients and the con-
sequences of taking a product off the market compared to having
choices available on the market.

These are tough decisions. If there was a magic formula, our job
would be easy, and honestly, I probably wouldn’t work at FDA. It
wouldn’t be interesting. And people are always looking for, what is
the magic equation? There just isn’t one and it takes—no one per-
son makes a decision. Someone has to take responsibility, but it
takes lots of people coming to the table with different perspectives
and expertise to decide what to do.

The CHAIRMAN. You mentioned that no one person can make the
decision, and, of course, it isn’t one person. There has been discus-
sion about having a separate safety approval oversight from the
original drug approval. In light of what you just said on the proc-
ess, is it possible to have those as two distinct, separate entities?
Will not the safety hold up the approval——

Dr. KWEDER. Sure.
The CHAIRMAN. And approval hold up the safety?
Dr. KWEDER. I actually can address that. I have been at FDA a

long time. I graduated from college when I was 12.
[Laughter.]
I actually spent 2 years in the early 1990s as the Director of

what is now our Office of Drug Safety. So I have had the oppor-
tunity to work, spending most of my day thinking about safety
issues and postmarketing surveillance, as well as from the drug de-
velopment side.

In fact, our Office of Drug Safety is independent. It is a com-
pletely separate office from the Office of New Drugs that does the
pre-market reviews. On the other hand, having those in the same
Center is one of the most important things that we can do to en-
sure that we are communicating and have a full understanding of
risks and benefits and the judgments that ultimately have to be
made about what would happen with a product.

The CHAIRMAN. Thank you. At this point, I am going to turn over
the gavel to Senator Burr, who will continue here, because I have
to go see a buffalo about a nickel. I will be back.

Senator KENNEDY. Senator, I want to tell you, I can give you a
report on your buffalo. I just saw the buffalo outside of the Russell
Building, and behaving reasonably well to date, so I am sure he is
waiting for your appearance.

[Laughter.]
The CHAIRMAN. That is because he is from Wyoming.
[Laughter.]
Senator BURR. [Presiding.] I thank the chair and encourage the

chairman not to wrestle that buffalo.
[Laughter.]
Dr. Kweder, welcome. Thank you for your testimony.
Dr. KWEDER. Thank you.
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Senator BURR. At this time, the chair will recognize Senator Ken-
nedy for questions.

Senator KENNEDY. Thank you very much, Mr. Chairman.
The failure to recognize the safety problems with the COX-2

drugs may have resulted in tens of thousands of patients suffering
heart attacks or strokes and an unknown number of deaths. Can
you assure the committee and the American people that this kind
of lapse will never happen again?

Dr. KWEDER. Senator, we were concerned about the potential
safety risks of the COX-2s, and in particular, Vioxx, from the time
the first application came in. We held specific public meetings to
discuss those risks with experts. When the first data suggesting
that there was a risk came out in a clinical trial in 2000, shortly
thereafter, when we had had an opportunity to review the data, we
held another expert Advisory Committee, including expert cardiolo-
gists and gastrointestinal experts and a number of other safety ex-
perts to address specifically what reactions we should take in order
to determine whether that risk was, indeed, as what it seemed to
be from that one clinical study.

So our actions following that were to work with the company as
the committee asked us to do to try and further investigate this po-
tential risk, which we did, through clinical trials, as well as to label
the product for—to assure that clinicians in practice would under-
stand that the risk existed.

I would say that the lapse from my perspective was the delay
that it took to get that information into labeling—it took over a
year—as well as once it was in labeling, the failure of that informa-
tion somehow to be in the forefront of the consciousness of the pre-
scribing clinician.

Senator KENNEDY. This goes back to 2000. As I understand, I
think Dr. Crawford told me it was Merck that called Dr. Crawford
and indicated they were the ones that were going to take it off the
market.

Dr. KWEDER. In 2004?
Senator KENNEDY. Yes.
Dr. KWEDER. What happened was the——
Senator KENNEDY. I mean, we are trying to find out. I don’t want

to use all my time here, now——
Dr. KWEDER. Yes. No, they did——
Senator KENNEDY. Doing a case study on it.
Dr. KWEDER. It was one of the studies——
Senator KENNEDY. This is enormously important and significant.
Dr. KWEDER. Absolutely.
Senator KENNEDY. There is a lot of time lag. We understand that

you can’t press buttons in terms of clinical trials and review, but
I think there is this time lag and we want to try to make sure that
this kind of challenge isn’t going to happen again, that the steps
are being taken in the Department.

Dr. KWEDER. Absolutely.
Senator KENNEDY. Maybe you could give us some analysis about

how we can correct the delay——
Dr. KWEDER. Yes. I think one of the ways that——
Senator KENNEDY. And hope that we can assure that the FDA’s

intentions to address the safety issues are going to work.
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Dr. KWEDER. Yes.
Senator KENNEDY. That is what we are interested in and I would

be interested if maybe you could submit some information to give
us those kinds of assurances.

For most people who took the COX-2 drugs, it didn’t work any
better than the older, cheaper drugs that are much safer. So why
were so many people taking the COX-2 drugs when there doesn’t
appear to be much of a medical need for them to do so? Was this
the pressure from direct-to-consumer advertising? Were there in-
ducements to doctors to prescribe them? Are there other drugs on
the market right now that patients are being induced to buy and
that doctors are being induced to prescribe through clever advertis-
ing or high-pressure sales?

Dr. KWEDER. I can’t—I certainly don’t know what inducements
there were for doctors to prescribe them. I think as a physician and
as a member of this society, we always tend to think that new
must be better, which is certainly not the case, and the company
was never, ever allowed to make claims that they were better, at
least in terms of how effective they were.

Several of the reasons that they may have been used more often
is because they are, for the most part, once a day or twice a day,
where the older drugs are required to be taken many times a day,
and also because there was a great hope that these would have
fewer side effects and people would be able to tolerate them better
without the stomach upset that some of the other products may
have carried.

There certainly was a great deal of marketing, both to health
care providers and to consumers, of these drugs.

Senator KENNEDY. You indicated in response the follow-up that
is being done by various drug companies, and I think you had indi-
cated that there were two times as many responses as there were
in 2003.

Dr. KWEDER. Yes.
Senator KENNEDY. As I understand it, we have different kinds of

reports. We have one where we have an adverse reaction and we
have another whether the drug companies are going to have to do
the clinical trials about safety issues.

You say that the manufacturers are required to submit periodic
safety reports to the FDA about drugs, and yet, generally, as I un-
derstand it, the FDA has no authority to require the companies to
perform safety trials after approval. Is that right?

Dr. KWEDER. Yes, I think—and you are talking about two—there
are two different things.

Senator KENNEDY. That is right.
Dr. KWEDER. Yes, that is correct.
Senator KENNEDY. If you could——
Dr. KWEDER. That is correct.
Senator KENNEDY. Spell out those two different requirements,

what you have authority for and the degree of cooperation——
Dr. KWEDER. Sure.
Senator KENNEDY. And what you don’t have authority for and

whether you think you ought to have the authority.
Dr. KWEDER. OK. First, the safety reports. Companies are re-

quired by law to submit to us reports on all new information they
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have about the safety of their products—adverse reactions that are
reported to the company, most of which are reported to companies,
new studies that have something to say about the safety of their
product, maybe that weren’t done by them but were done by some-
body else. That information regarding safety must be submitted on
a periodic basis to the agency.

For important safety issues, like really severe or life-threatening
events, those reports come in all by themselves in a very short pe-
riod of time. They are called 15-day reports. But also on a periodic
basis, companies are required to give a comprehensive assessment
of their safety, usually through annual reports, or actually more
often quarterly reports for the first 3 years of marketing.

That is separate from any requirements they have to actually
conduct specific studies of postmarketing safety, such as an addi-
tional randomized clinical trial or an epidemiology study that we
might ask them to do. We don’t have the authority to tell them,
you must do this particular trial. That is an authority we don’t
have.

Now, we certainly have a fair amount of influence in convincing
them to do some of these studies, and we are, for the most part,
reasonably successful. But we don’t have the authority to say, you
must do the trial.

Senator KENNEDY. My time is up. I would like to get into this
area in a little greater detail about whether this could be very im-
portant authority that could enhance the kind of safety issues. If
I could just have 15 seconds more, Mr. Chairman.

Senator BURR. I yield to the gentleman.
Senator KENNEDY. I think there is a reasonable question where

people would say, shouldn’t we buttress inside safety and give all
authority there to the FDA—rather than having an outside Advi-
sory Committee. But as I understand, your point is that there are
basically two different functions and that the public is best served
by having two different functions, one within FDA that is going to
deal with the various technical, clinical aspects in terms of safety,
and then having an outside group that takes a de novo view of it
and makes an independent evaluation of the issue.

Dr. KWEDER. That is actually what we are proposing in our pro-
gram, is to have an independent board of inside and outside people
to oversee the process, which we think will be very helpful.

Senator BURR. The Senator’s time has expired and the chair
would recognize Senator Hatch for questions.

Senator HATCH. Welcome to the committee.
Dr. KWEDER. Thank you, sir.
Senator HATCH. I am happy to see you again.
Dr. Kweder, as the senior member of the Senate Finance Com-

mittee, I had the opportunity at a hearing you testified at last year
on drug safety issues. One question I would like to pose to you is
this. Isn’t it true that all pharmaceutical products have, to some
degree or not, a degree of risk?

Dr. KWEDER. Yes, sir, it is true.
Senator HATCH. In your testimony, you State that the FDA,

quote, ‘‘grants approval to drugs after a sponsor demonstrates that
their benefits outweigh their risks for a specific population and spe-
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cific use and that the drug meets the statutory standard for safety
and efficacy,’’ unquote.

Would you just please go into a little more detail with regard to
the statutory standard for safety and efficacy?

Dr. KWEDER. Well, I won’t go into too much detail, but——
Senator HATCH. We could spend all day on that.
Dr. KWEDER. We could spend all day on that. In general, while

a product is in development, we are working with the company to
define what it is that would show that a drug works. What is its
intended use? And based on what the company thinks or it looks
like the drug would be useful for, how to do the studies to show
that that use is beneficial. And companies spend a great—and the
experts that they work with, as well as the agency, spend a great
deal of time carving that out for a particular product and a particu-
lar clinical need.

As those studies are being developed, we are also looking very
carefully at what the risks of the drug might be. We have some
clues from animal studies, but they never tell us the whole story.
And ultimately, given the benefit that might be there, does the
drug have a reasonable balance of safety?

You know, you can take the same drug that might be being stud-
ied to treat a minor annoyance condition—let us just pick some-
thing, tension headaches—and that drug turns out in clinical stud-
ies to have a risk of liver failure. The same drug is also being stud-
ied to treat people with strokes, okay, and it has a benefit in pro-
longing life in people with strokes, but it has this same liver tox-
icity because that is inherent in the drug. But it is so remarkably
effective in preventing mortality with strokes, we might say—this
is all hypothetical—that the liver risk is worth it because the bene-
fit is enormous in that population of patients. However, risk of
liver failure is completely unacceptable no matter how effective this
drug is in treating people with tension headaches because tension
headaches go away on their own.

Senator HATCH. Yes.
Dr. KWEDER. So, those are the kinds of judgments that we have

to make.
Senator HATCH. Do you know of any drug that has been ap-

proved by FDA that is risk-free?
Dr. KWEDER. None that I am aware of.
Senator HATCH. I am not aware of any, either.
Now, I would like to discuss the postmarket drug safety program.

In your testimony, you talk about the FDA evaluating and respond-
ing to events reported by physicians, their patients, or drug manu-
facturers. How many times per month or per year is the FDA con-
tacted by individuals who want to report adverse events, and how
do you get the word out to people that they are to report these
events to the FDA?

Dr. KWEDER. We receive about 400,000 spontaneous reports of
adverse events a year, and that is a growing number. We get a
growing number of reports. We always need more.

One thing that we know is that when there are programs to ac-
tively encourage reporting, we get more reports. When we launched
the MedWatch program back in the early 1990s, the number of re-
ports—which was really kind of a public awareness campaign to
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encourage reports—our reports improved and the quality of them
improved.

We try as best we can to encourage reporting through drug la-
bels, any public health announcement that we do, but we always
need more. There are a lot of barriers to reporting. We have tried
to address some of those by making it easier for people to report,
by making it simpler and more convenient, but we can always use
more.

Senator HATCH. I want to commend the FDA for initiating the
five-step plan to strengthen the FDA’s drug safety program. You
mentioned the Institute of Medicine study to evaluate the current
drug safety system. When will that study be done?

Dr. KWEDER. We have actually begun planning with the Institute
of Medicine. We expect the study to begin—my understanding is
that it won’t be for another 6 months for them to obtain a panel
of experts to begin the process.

Senator HATCH. Thank you. My time is up, Mr. Chairman.
Senator BURR. I thank the Senator.
Senator Murray for questions?
Senator MURRAY. Thank you very much, Mr. Chairman, and I

would ask unanimous consent to put my statement in the record,
my opening statement.

Senator BURR. Without objection.
[The prepared statement of Senator Murray follows:]

PREPARED STATEMENT OF SENATOR MURRAY

Mr. Chairman, I want to thank you for scheduling these impor-
tant FDA drug safety hearings.

As the committee of jurisdiction over FDA, it is imperative that
we have a better understanding of the challenges facing the FDA
approval and the post-market surveillance process. These hearings
are an important first step in determining what legislative rem-
edies are necessary to protect the integrity of the FDA drug ap-
proval process, as well as the integrity of this process. We also owe
it to the millions of patients who depend on the FDA to protect
their health and safety.

Back in 1997, when I was a new member of this committee, one
of the challenges I faced was reauthorization of PDUFA and FDA
modernization and reforms. It had become clear that unnecessary
bureaucratic delays were jeopardizing access to new life-saving
drugs and therapies. Unnecessary and burdensome regulatory proc-
esses were also adding to the cost of new drugs and treatments.
FDA needed additional resources and authority to meet the chal-
lenges of new biotech and biomedical advances. However, it was
imperative that we did not jeopardize the underlying public health
mission of the FDA.

Striking that balance and developing real reforms that improved
performance, and that reduced unnecessary delays, was a difficult
task.This committee has a long tradition of working in a bipartisan
manner to develop real, effective solutions for improving FDA. I
look forward to working with the Chairman in developing nec-
essary remedies to protect the FDA drug approval process and in
restoring greater patient confidence in this process.

VerDate 11-MAY-2000 13:17 Jul 21, 2005 Jkt 000000 PO 00000 Frm 00026 Fmt 6633 Sfmt 6601 S:\DOCS\99761.TXT SLABOR3 PsN: SLABOR3



23

I want to thank today’s witnesses, and I am particularly pleased
to welcome to this committee Dr. Thomas Fleming, Chairman of
the Department of Biostatistics at the University of Washington.

Dr. Fleming served on the Drug Safety and Management Advi-
sory Committee that recently met to discuss the status of Vioxx
and other COX2 drugs. He brings to the HELP Committee 28 years
of experience in collaborating on clinical trials and has nearly 20
years of service on FDA Advisory Committees. I appreciate his will-
ingness to testify and offer his insights into what actions Congress
and the FDA need to take to protect the public health.

I really appreciate having this hearing today. I think it is really
important that this committee focus on how we can better under-
stand the challenges before FDA and determine what legislative
remedies are necessary. So I appreciate the hearing today.

I especially want to thank Dr. Thomas Fleming, who is the
Chairman of the Department of Biostatistics at the University of
Washington, who will be testifying in the next panel. He has
served on the Drug Safety and Management Advisory Committee
that met to discuss Vioxx and other COX-2 drugs and brings 28
years of experience in collaborating on clinical trials and 20 years
of service on FDA Advisory Committees, so I really appreciate him
traveling here and look forward to his testimony.

But Dr. Kweder, I did want to follow up on Senator Kennedy’s
question because I think it is important that we understand what
the current process is and if there are problems with it, what we
need to do legislatively. He asked you about the FDA clinical trials
that Merck shared with you, the clinical trials on Vioxx, and I
think it was 2002 when the larger study was done on Alzheimer’s
patients that was given to you and you said there was a delay in
getting a warning on labels after that. What caused the delay?

Dr. KWEDER. Well, what caused the delay is that we don’t have
the authority to tell a company, this is how your label has to look.
This is the language that needs to go into your label. Here is where
it goes, end of story. We have to negotiate with the company the
specific language of how things should be worded, placement, those
kinds of things, and——

Senator MURRAY. So you were talking to them and making——
Dr. KWEDER. Correct.
Senator MURRAY. Did they reject that warning? Did Merck reject

the warning?
Dr. KWEDER. You know what? They rejected many of our propos-

als, and we similarly rejected many of the proposals—most of the
proposals they sent to us.

Senator MURRAY. Does FDA need authority, in your opinion, to
change labeling?

Dr. KWEDER. I think that stronger ability to require changes in
labeling would be very helpful.

Senator MURRAY. On the clinical trial issue, FDA cannot order
a company to do a clinical trial, is that correct?

Dr. KWEDER. That is correct.
Senator MURRAY. Is that something that would, if you had broad-

er authority on that——
Dr. KWEDER. I think that we actually have a fair amount of in-

fluence over getting a company to do a clinical trial. There are cir-
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cumstances where being able to require it would be very helpful,
but I think those are not on a daily basis. It would be under ex-
treme circumstances.

Senator MURRAY. So some kind of authority based on some
premise would be helpful, or do you want broad authority? What
are you thinking?

Dr. KWEDER. Well, I think that is something that would need
much further discussion about what the limits of that might be.

Senator MURRAY. How about changing labels? You don’t have the
authority to change labels, correct?

Dr. KWEDER. We do not have the authority to require a specific
label change. Most of the time, I have to say, the discussion with
companies about changes in labels doesn’t take as long as it took
for that particular one. Usually, you know, it is just a matter of a
few back-and-forths and just getting the language right and mak-
ing sure it is clear. It is usually not a problem.

Senator MURRAY. How about ordering a company to withdraw a
drug? Do you have that authority?

Dr. KWEDER. We have the authority—the authority that we
have—the specific authority we have is much more convoluted than
that, but when we tell a company that we think their product
needs to be withdrawn, that is usually not an issue. It usually hap-
pens pretty readily. And usually, the circumstances are such that
the company is in agreement. If the FDA goes forward and says to
the public that we think a drug should be withdrawn, the hand-
writing is on the wall.

Senator MURRAY. OK. Does FDA have other steps it can take to
alert the public to any kind of——

Dr. KWEDER. Actually, one of the things that we are—we have
some. We can issue public health advisories. One of the proposals
that Secretary Leavitt announced last week was that we would de-
velop what we would call a drug watch page, where we would ad-
vise the public of new, ongoing, emerging safety issues as well as
things that we are concerned about, because putting things into a
label does take time. Even if we come to agreement with a com-
pany, it can take months for them to actually get it printed and
onto the shelves.

So, for example, in the Vioxx situation, having an ability to have
a drug watch page where we could have put the information about
the clinical trial when it became available would have alerted the
public to that well in advance of the labeling change being—the ac-
tual details of a labeling change being worked out. It would have
been very, very useful.

Senator MURRAY. How long before that drug watch program can
be put into place?

Dr. KWEDER. We are in the process of developing processes and
procedures for that that will be made available and will seek public
comment on those. Our goal is not to blindside the industry on this,
which is, of course, a concern. Most of the kinds of things that
would be there would be things that they are aware we are work-
ing on. These wouldn’t be surprises.

Senator MURRAY. Thank you very much. I appreciate your testi-
mony.

Senator BURR. I thank Senator Murray.
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The chair would recognize himself. Again, welcome, Dr. Kweder.
Let me ask you, can a drug be approved without a clinical trial?

Dr. KWEDER. Well, there may have been some back in the 1920s,
but not today.

Senator BURR. Not today.
Dr. KWEDER. Not today.
Senator BURR. So the questions that deal with clinical trials,

there are clinical trials that are done on all pharmaceutical prod-
ucts that are approved at the FDA?

Dr. KWEDER. That is correct.
Senator BURR. The COX-2 issue was something that was raised

in a study that was looking at other potential indications for COX-
2?

Dr. KWEDER. Actually, the first study was looking at a safety—
actually looking at a safety issue, but it wasn’t heart safety. It was
looking at stomach bleeds.

Senator BURR. And that is where we saw the first——
Dr. KWEDER. Correct. Yes.
Senator BURR. Let me ask you from a standpoint of labeling, did

the COX-2 drugs refer to any cardiovascular concerns on the origi-
nal label?

Dr. KWEDER. I am trying to remember. I do believe—no, I don’t
think so. No, they did not.

Senator BURR. OK. So this was a whole new area?
Dr. KWEDER. It was a whole new area, and actually as we re-

viewed, particularly Vioxx, as we reviewed that drug, our medical
people looked very, very carefully for any evidence of heart prob-
lems because of what was known from test tube data about some
potential and could not find any.

Senator BURR. Let me go to an area of benefit, if I could, because
the statement was made that few patients benefited from COX-2
inhibitors. Do you agree with that statement?

Dr. KWEDER. No, I don’t.
Senator BURR. Is there not a population out there that has bene-

fited from this innovative therapy?
Dr. KWEDER. You know, the options to treat pain are not great

options, and so anybody who has taken one of these medicines and
had relief of their pain, in my estimation, has benefited from the
drug.

Senator BURR. My dad is 83 and after this all became public, for
3 weeks, I saw him limp. And when finally I asked why, he said,
‘‘Well, I am off my Celebrex.’’ And I said, does anything else work?
He said, ‘‘No, that was the only thing.’’ And I said, then go back
on it. At 83 years old, you have to determine whether the ability
to be mobile is in the best interest of your overall health, and
today, he doesn’t limp because this drug is available to him. Clear-
ly, we want him to make an educated decision based upon all the
facts.

Let me ask you about patients in general. Do you find that with
the electronic access that patients have that they are informed or
uninformed today about not just the capabilities of the drugs, but
side effects, as well?

Dr. KWEDER. You know, I actually have the privilege of practic-
ing medicine on a weekly basis and teaching medical students and
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residents and I am amazed at how savvy many patients are about
their medicines and the risks and benefits of them. I don’t think
it is enough. I think we need to find additional. Electronics are the
number one way that they are finding information on their own
and we need to keep that information coming.

Senator BURR. Should we believe today that every patient who
has a high cholesterol level in their blood takes a cholesterol-bust-
ing drug?

Dr. KWEDER. They don’t.
Senator BURR. The likelihood is that there is some piece of infor-

mation that they read about a drug, that they hear, or ultimately
a health care professional identifies a problem, and if they go on
that drug, what is the benefit to us?

Dr. KWEDER. The benefit can be substantial. Most of the choles-
terol agents have shown—many of the cholesterol agents have
shown an improved length of life, decreased mortality.

Senator BURR. As well as overall health care savings to the——
Dr. KWEDER. Absolutely. Unfortunately, some people still aren’t

getting care for their—taking care of themselves.
Senator BURR. I think it is important to point this out in the con-

text of some of the, at least assumptions that some have led to
about direct consumer advertising having no patient benefit. In
fact, it does have a patient benefit because in many cases, that is
the only way to reach certain individuals.

Let me go to an area that Senator Kennedy was in and that was
to ask you to clarify a bit further the proposal on this new safety
mechanism or review mechanism at FDA. Clearly, I am one that
for the last 7 years has questioned MedWatch, only because it was
designed with the primary piece of information coming from physi-
cians. At a period where we were decreasing rapidly the reimburse-
ment of physicians, and the ability to spend time with patients be-
came less and less based upon the reimbursement we enforced, in
many cases. I think to believe that doctors would fill out adverse
reaction sheets and actually submit them to the FDA, we were
dreaming. So I think we have reached the world of reality now
with the creation of an entity within FDA to review postapproval
pharmaceutical products. But I want to make sure that I clarify
the record.

Your inside-outside process, this is an entity within the FDA to
look at postapproval review of drugs, to use individuals within the
FDA that were not reviewers of that application, and to use outside
individuals to come in and be part of your inside review? This is
not the creation of an outside entity outside of the FDA, correct?

Dr. KWEDER. Yes, I think that is a good way to characterize it.
Senator BURR. It is using the talents of——
Dr. KWEDER. Using the talents of—right, inside people who have

not been involved, and I think that is a really important component
is taking people who are at an arm’s length from the workings of
the data itself, who have perspective, who have some broader per-
spective.

Senator BURR. How much money do you need to improve drug
safety monitoring?

Dr. KWEDER. Well, you know, we have—the President’s budget
for fiscal year 2006 earmarks $5 million, an additional $5 million
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for drug safety. That is a good down payment. There are some—
I can’t give you an exact figure. There have been—this committee
has looked at this in the past. I know that there is a letter that
was in response to an inquiry of this type from Senator Jeffords—
I believe it was in 2000 or 2002, we can get that for you—where
there is a much more detailed estimate of, over time, the kind of
investment in the system it will take for postmarketing safety and
the life cycle of a drug and those assessments to keep pace with
the increasing dependence, which is not a bad thing, of our society
on medicines to stay healthy.

Senator BURR. Dr. Kweder, I thank you. I don’t see any members
or Senators who have not asked questions. Hearing none, I would
once again like to thank you for your service and thank you for
your testimony today.

At this time, I would call up the second panel. Let me introduce
those who are on our second panel.

First, Ms. Nancy Davenport-Ennis, CEO of the National Patient
Advocate Foundation. Ms. Davenport-Ennis is testifying today in
partnership with Friends of Cancer Research. Nancy is a cancer
survivor and founding Executive Director of the National Patient
Advocate Foundation, a policy organization that seeks to improve
access to care through regulatory and policy initiatives at the State
and Federal levels. Her testimony will focus on the advances in the
drug approval process that have helped speed new therapies to
market and how she believes patients have benefited from this.

Dr. Thomas Fleming is a professor in the Department of Statis-
tics and Biostatistics and is Chairman of the Department of Bio-
statistics at the University of Washington. Dr. Fleming is a mem-
ber of the FDA’s Advisory Committee on Cardiovascular and Renal
Drugs and was a member of the joint committee convened to exam-
ine the COX-2 arthritis drugs. Dr. Fleming will offer his views on
drug safety and risk-benefit analysis.

Dr. David Fassler is a Clinical Associate Professor of Psychiatry
at the University of Vermont College of Medicine and Clinical Di-
rector of the Otter Creek Associates in Burlington, VT. Dr. Fassler
will discuss the FDA’s decision to require black box labeling on
anti-depressants for children last year and he will bring a clini-
cian’s perspective to the impact of that decision.

Dr. Scott Gottlieb is a physician and author of the Forbes-Gott-
lieb Medical Technology Investor. He is a former senior official at
the FDA and currently a resident fellow at the American Enter-
prise Institute here in Washington. Dr. Gottlieb will discuss his
ideas for improving drug safety, including using new information
tools to improve the process for postmarketing surveillance.

Ms. Abbey Meyers is a founder and President of the National Or-
ganization for Rare Disorders, a coalition of national voluntary
health agencies and clearinghouse for information about these lit-
tle-known illnesses. Ms. Meyers is considered the primary con-
sumer advocate responsible for passage of the Orphan Drug Act,
the Rare Disease Orphan Products Development Act, and the Rare
Disease Act. Ms. Meyers will discuss her perspectives on the FDA
drug approval process.

Due to the snowstorm, Ms. Meyers is unable to be here in per-
son, but if you will notice that microphone in the middle of the
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table, she is connected technologically through that conference
phone and we will have her participate in as much of this as pos-
sible. Ms. Meyers, can you hear us?

Ms. MEYERS. [By telephone.] Yes, I can. Thank you.
Senator BURR. Wonderful. I love it when these things work.
Mr. William B. Schultz is a partner in the Washington, DC law

firm of Zuckerman Spaeder. Prior to joining Zuckerman Spaeder,
Mr. Schultz held the position of Deputy Assistant Attorney Gen-
eral, where he supervised all appellate litigation conducted by the
Civil Divisions of the U.S. Department of Justice in the Depart-
ment’s lawsuit against the tobacco industry. Mr. Schultz also
served as the FDA’s Deputy Commissioner for Policy from 1994 to
1998. Mr. Schultz will discuss his ideas for FDA reform. Bill, it is
good to see you again.

At this time, why don’t we start at the left. The chair would rec-
ognize Ms. Davenport-Ennis for your opening statement.

STATEMENTS OF NANCY DAVENPORT-ENNIS, EXECUTIVE DI-
RECTOR, NATIONAL PATIENT ADVOCATE FOUNDATION,
WASHINGTON, DC; THOMAS R. FLEMING, PROFESSOR AND
CHAIR, DEPARTMENT OF BIOSTATISTICS, UNIVERSITY OF
WASHINGTON, SEATTLE, WA; DAVID FASSLER, M.D., CLINI-
CAL ASSOCIATE PROFESSOR, DEPARTMENT OF PSYCHIA-
TRY, UNIVERSITY OF VERMONT, COLLEGE OF MEDICINE,
AND CLINICAL DIRECTOR, OTTER CREEK ASSOCIATES, BUR-
LINGTON, VT, ON BEHALF OF THE AMERICAN ACADEMY OF
CHILD AND THE ADOLESCENT PSYCHIATRY AND AMERICAN
PSYCHIATRIC ASSOCIATION; SCOTT GOTTLIEB, M.D., RESI-
DENT FELLOW, AMERICAN ENTERPRISE INSTITUTE, WASH-
INGTON, DC; ABBEY S. MEYERS, PRESIDENT, NATIONAL OR-
GANIZATION FOR RARE DISORDERS, DANBURY, CT; AND
WILLIAM B. SCHULTZ, PARTNER, ZUCKERMAN, SPAEDER,
LLP, WASHINGTON, DC

Ms. DAVENPORT-ENNIS. Thank you, Chairman Burr. I appreciate
the opportunity to be with the committee this morning and I thank
you, Senator Murray, for also being here, as well as I would like
to acknowledge the Senate staff who is here. Thank you for the op-
portunity.

I would like to share with you that while, indeed, I am a 14-year
cancer survivor, that is probably the least important statement
that you will hear me say today. The fact that I am the mother-
in-law to a now 29-year-old son-in-law who is a ten-year survivor
of nonHodgkin’s is far more significant, not to mention the fact that
I was the aunt to a now-deceased 34-year-old niece who battled
cancer the last 5 years of her life.

I am here to talk to you today on behalf of the 3.2 million Ameri-
cans who reached out to the Patient Advocate Foundation in the
calendar year of 2004 as they were trying to seek access to clinical
trials, to newly-approved drugs, and to other areas of health care
that were made unavailable to them within the national system.

While the American Cancer Society states to us that one in two
men during their lifetime and one in three women during their life-
time will have cancer, I think every one of us in this room have
been touched by cancer in one way or another. I am testifying in
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partnership today and collaboratively with the Friends of Cancer
Research, an organization that raises awareness and provides pub-
lic information on cancer research.

I am not here to testify as a regulatory nor a statutory authority
on how the FDA, indeed, implements its business. I am here to
speak with considerable authority on how patients view the role of
the FDA in the United States of America.

I do agree that patients concur with Secretary Leavitt as in a
speech on February 15 he characterized to the Nation that the
FDA is an icon of trust, that they are a certifier of safety, that they
are an enabler of innovation, and they are a repository of informa-
tion. Indeed, I think patients expect the FDA to be all of that.

But patients with cancer are also very reality-focused. They un-
derstand that there is no such thing as a drug that is 100 percent
safe. They understand that for any drug that they may take, there
is also going to be a risk. They understand that in evaluating the
risk, they are always looking for the ultimate benefit.

Cancer patients particularly understand the issue of toxicity in
newly-approved drugs, and when you are diagnosed with cancer,
often, you are making determinations of what are your tradeoffs to
take the alkolating agents that are going to kill the disease at the
same time that they are killing healthy cells and what do you do
to get through that process.

I have to bring you a story of a 27-year-old woman who works
with us in the National Patient Advocate Foundation. She lives in
Portland, Oregon, and was in nursing school at the age of 22 ob-
serving a surgery when she collapsed unconscious on the floor in
the surgical suite. It took 6 months to determine that she had an
inoperable brain tumor that is malignant. She says to us, in her
own words, in a letter written to her doctor when she was 24 years
old, the following. ‘‘I want to give myself the best shot of surviving
as long as I possibly can. I am willing to deal with toxicity.’’

For cancer patients and for most chronically ill patients, time is
the most critical asset that you are looking for in your battle with
a life-threatening illness. PDUFA gives us time. PDUFA brings
drugs to market more quickly. PDUFA has reduced the standard
approval time in 1993 for drugs from 26.9 months to a period of
15.4 months, and if you are fortunate enough to have your drug
move into priority review today, that period of time for approval
can be reduced to 7.7 months.

For Jarrett Minear, a young man who came to the United States
Congress with us last summer, who was diagnosed with cancer
with U.N. sarcoma at the age of 2 years old, time was what he was
looking for for the 10 years after the diagnosis, for his disease was
never stopped. He was never disease-free for one single day for the
remaining 10 years of his life. How do we measure the impact of
time for a patient like Jarrett Minear, who, due to drug discovery,
was able to live for ten additional years after losing his leg at the
age of two?

We must maintain the momentum of research. Hundreds of prod-
ucts are in the pipeline now. They promise us less toxicity. They
promise us targeted therapies in fields such as genomics and
proteonomics. Patients view the FDA as the gatekeeper to get the
drugs to market safe and effectively.
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The FDA has heard the patients. They have created an Oncology
Office. They have initiated an FDA-NCI task force. They are mov-
ing ahead with the critical path objectives.

I bring to you today what I feel are five pillars of safety reform
of FDA. No. 1, patients view safety and efficacy as united and as
the foundation of the FDA process of approval.

No. 2, mechanisms to enhance existing structures for post-
marketing safety monitoring and adverse event reporting must be
explored.

No. 3, efforts to bring greater efficiency and scientific expertise
to the agency’s review and monitoring processes must continue to
empower the agency to keep pace with rapid scientific develop-
ments.

The FDA must certainly continue its collaborative work with
members of Congress, with other regulatory agencies, with pa-
tients, physicians, and the industry to enhance the critical path.

And finally, the FDA must be adequately resourced to implement
a comprehensive suite of reforms.

Just as I started my testimony with a quote from Wendy Dixon,
I must end my testimony with her words. In the same letter writ-
ten to her doctor 2 years ago, she said, and I quote, ‘‘Words cannot
express how much I want to live, and anticipating the loss of my
future is devastating. I cannot control cancer. I can control how I
choose to fight it.’’

Let me conclude by saying every member of your committee is
to be commended for your thoughtful and deliberative investigation
and deliberate decision making in the matter of the FDA’s drug ap-
proval process. As patients, we welcome the opportunity to work
with you collaboratively in that process. And as patients, we know
that a robust dialogue in the area of policy and reform will at the
end of the day improve access to those drugs that are improving
lives of chronically ill patients every day.

Thank you for the opportunity to testify.
The CHAIRMAN. [Presiding.] Thank you very much.
Ms. DAVENPORT-ENNIS. Thank you.
[The prepared statement of Ms. Davenport-Ennis follows:]

PREPARED STATEMENT OF NANCY DAVENPORT-ENNIS

Executive Summary
We welcome the recent discussions about how we can make our drug approval

system better, but we are mindful of the fact that patients with life altering diseases
like cancer are given hope because of the advances of scientific discovery and devel-
opment. We support reform that makes drugs safer, but warn against those that
might unintentionally slow down the flow of better technology for treatment, pre-
vention, and detection—or worse, discourage their creation altogether. The only way
to prevent such unintended consequences is to have a thoughtful policy discussion
not about safety alone, but safety in combination with benefit and efficiency. While
we of course want safer drugs, we feel that any safety reforms absolutely must be
matched with efforts to enhance the FDA’s level of efficiency, scientific expertise,
and overall capacity to fulfill its numerous mandates.
I. Introduction

Chairman Enzi, Senator Kennedy, and distinguished Members of the Committee,
I thank you for the opportunity to discuss the FDA’s drug approval process, and its
impact on the availability of safe and effective tools for combating devastating dis-
eases like cancer.

My name is Nancy Davenport-Ennis, and I am the CEO of The National Patient
Advocate Foundation. We serve as a strong advocate for policy and legislative re-
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forms that eliminate barriers to patient access to treatment. Although I am not an
expert in the regulatory processes at FDA or the enabling statutes that govern
them, I can speak with considerable authority about how patients and survivors
view the FDA both today and from a historical standpoint, and what issues like
risk, benefit, and timely access mean to those suffering from life altering conditions.

I stand before you as a two-time cancer survivor. Not only have I experienced the
burden of this disease first hand, it also has taken the lives of close friends and fam-
ily members.

I know that many of you on the committee and in the room here today have been
touched by cancer as well. According to the American Cancer Society, one out of
every two men and one out of every three women will have some type of cancer.
An estimated 564,000 people died from cancer in 2004. Cancer has recently sur-
passed heart disease as the leading cause of death among people under the age of
85.

Although I advocate on behalf of patients with a multitude of life altering dis-
eases, it is against this backdrop of cancer’s enormous burden and threat that I
would like to offer the committee my thoughts on the FDA’s approval process. I
would also like to acknowledge that my testimony was developed in partnership
with my colleagues at the Friends of Cancer Research—a non-profit organization
that raises awareness and provides public education on cancer research in order to
accelerate the Nation’s progress toward better tools for the prevention, detection,
and treatment of cancer.

Both of our organizations take pride in knowing that we work on behalf of pa-
tients not only to improve access and quality of care, but also to support a strong
national commitment to the research and development necessary to produce innova-
tive medical tools that are both safe and effective
II. Understanding the Cancer Perspective on Safety and Efficacy

Cancer is a cellular disease that begins in the body long before physical symptoms
are usually expressed. Because it is difficult to catch many cancers early (when the
disease is often easier to treat and survival rates are typically much higher), many
diagnoses come in the later stages of disease where the symptoms are rapidly be-
coming more acute and the long-term survival prospects are grim. The conventional
way of stopping the cancerous cells from spreading is to eradicate them either
through surgery, radiation therapy, chemotherapy, or some combination of these op-
tions. Many of the cancer drugs used to stop the disease from spreading are unable
to discriminate between the cancerous cells and the non-cancerous cells. A great
number of healthy cells are consequently destroyed in the treatment process, which
can bring uncomfortable and sometimes painfully disabling side effects. Thus, can-
cer often presents the patient and the physician with the painful tradeoff between
burden of treatment and burden of disease.

Cancer patients understand all too well that there is no such thing as a drug that
is 100 percent safe. Virtually all approved drugs and biologics have near term side
effects and carry some risk. Most agents also pose known and unknown risks associ-
ated with chronic use and delayed toxicity. The severity of those side effects and
the level of risk will vary from person to person, and from agent to agent. The ques-
tion is not whether a drug is completely safe or completely effective, but rather how
effective is it compared to how safe it is. This risk-benefit balance is the essence
of the FDA’s review process.

The agency evaluates the risk versus the benefit of a proposed product using a
scientifically derived process conducted by experts with the knowledge and judg-
ment necessary to assess the balance between the two. Most importantly, these ex-
perts typically have a working knowledge of the condition the product is designed
to address so the impact of disease is not overlooked when considering safety and
efficacy.

The FDA’s review of oncology products differs from its review of other medicinals
in that efficacy is often of greater concern than toxicity. While safety is always con-
sidered in the review and product label, significant toxicity is generally considered
acceptable for oncology drugs given the severe and often fatal nature of the disease
being treated.

This approach to the review of oncology products is generally consistent with the
manner in which cancer patients and their physicians select from a complex array
of treatment options. The safety of a drug or other treatment option is not consid-
ered in isolation, but rather the risk of side effects is weighed against the potential
benefits a particular course of treatment may provide compared to the risk from
spread of disease. The decision about whether or not to deploy powerful and some-
times risky medications in an effort to improve the life of a cancer patient ulti-
mately rests with that particular patient and their prescribing physician.
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But because the burden of cancer is usually far more damaging and toxic than
the interventions used to stop it, many patients and their caregivers place a pre-
mium on the rate at which cancer products are approved and the subsequent access
to those products.

As a former cancer patient, I can assure you that time is a very precious commod-
ity to someone diagnosed with cancer. The FDA’s capacity to effectively evaluate
safety and efficacy is just as critical as the speed at which that evaluation is con-
ducted. When you are suffering from cancer and your expected life span may be
months or even weeks, you shouldn’t have to wait any longer than is necessary for
the FDA to approve new medical products.

It is for that reason that many advocacy organizations across the disease commu-
nity were so supportive of the Prescription Drug User Fee Act (PDUFA).
III. The Impact of PDUFA

PDUFA initially had 2 primary objectives: (1) reduce the time required for FDA
review of new drug and biological product applications, and (2) thereby enable pa-
tients to have earlier access to new therapies. Under PDUFA, the FDA collects user
fees from industry to supplement annual appropriations for review of new drug ap-
plications. According to the Government Accountability Office (GAO), between
1993—when PDUFA was first implemented—and 2001, FDA utilized user fees to in-
crease its medical and scientific drug review personnel by 77 percent. Thanks to the
additional resources and staff provided by this legislation and its subsequent ver-
sions, the agency has cut nearly in half its 27-month median approval time for
standard drugs. This accomplishment means that patients gain access to new drug
therapies significantly sooner than they otherwise would.

Based upon an analysis of data available on the FDA’s website, the agency ap-
proved 953 new drug applications (NDAs) between 1993 and 2003. The average total
time for the approval of those applications that underwent ‘‘standard review’’ (745
of the 953) was 26.9 months in 1993 compared to 15.4 months in 2003. The average
total time for the approval of those applications that underwent ‘‘priority review’’
(208 of the 953) was 16.3 months in 1993 compared to 7.7 months in 2003. Pursuant
to the Food and Drug Administration Modernization Act (FDAMA) of 1997, ‘‘priority
review’’ is a designation intended for those products that address unmet medical
needs.

For those drugs classified as new molecular entities (NMEs), a term used to de-
scribe an active ingredient that has never been marketed in this country, the agency
approved 321 applications between 1993 and 2003. The average total time for the
approval of those NME applications that underwent ‘‘standard review’’ (192 of the
321) was 27.2 months in 1993 compared to 23.1 months in 2003. The average total
time for the approval of NME applications that underwent ‘‘priority review’’ (129 of
the 953) was 14.9 months in 1993 compared to 6.7 months in 2003.

Thanks to improvements made in the pace of the FDA’s review process over the
past decade or so, thousands of cancer patients have had earlier access to new can-
cer treatments. Consequently, many cancer patients’ lives have been extended or
their quality of life improved.

For example, according to information found in the FDA’s fiscal year 2006 Budget
Summary:

‘‘a new biologic for the treatment of breast cancer (Herceptin/trastuzumab) was
approved by FDA in less than 5 months. This drug took 18 months to be approved
in Europe. There were an estimated 10,000 American patients with advanced breast
cancer who received this new treatment (Herceptin/trastuzumab) during the time
that FDA might have still been reviewing the application, had it not been for the
improvements made possible with the additional funds under PDUFA. This added
an estimated 2,300 years of life to the population who had access to the new treat-
ment (Herceptin/trastuzumab) following its market approval in May of 1998.’’

In making it possible for drugs deemed safe and efficacious to make it to market
more quickly, PDUFA has made the difference between life and death for many pa-
tients with cancer or other life-threatening illnesses.
IV. We Stand on the Threshold of Incredible Advances in Cancer Research

We are entering an especially exciting time with respect to the development of
innovative drug treatments. In recent years, the FDA approved several pharma-
ceutical products that treat cancer in entirely new ways, such as Avastin and
Erbitux for treatment of colorectal cancer and Tarceva for lung cancer.

Incredible progress in fields such as genomics and proteomics has vastly increased
our knowledge about cancer’s molecular and genetic signals and processes. Such in-
formation allows for the detection of cancer at a much earlier stage, when treatment
options are often more numerous, less invasive, and more successful. Cancer re-
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search also is moving us closer to more targeted treatments, whereby advanced
technology can be used to target and destroy cancerous cells without damaging the
body’s healthy cells. Finally, the scientific foundation has been laid for the techno-
logical capacity to prevent cancer growth altogether by blocking or interfering with
the molecular signals that turn healthy cells into cancerous cells.

We look to the National Institute’s of Health, our Nation’s many academic re-
search institutions and community oncology practices, in addition to pharmaceutical
and biotech firms to invest an enormous level of resources into Research and Devel-
opment in order to develop better tools for preventing disease, detecting it sooner,
and treating it more effectively.

We then look to the FDA to serve as a gatekeeper for the entry of those products
into the market so that patients have access to those deemed ‘‘safe and effective.’’
Once those products are approved, we rely upon the agency to provide sufficient in-
formation about a product’s risks and benefits so that patients and their caregivers
are empowered to make personalized decisions about their care.

With literally hundreds of oncology products now in the developmental pipeline,
the demand upon FDA for advice and review will rapidly accelerate. Thus, the agen-
cy’s regulatory oversight of cancer research must be as rationally and efficiently
structured as possible in order to insure timely delivery of cutting edge science to
patients.

The FDA took a positive step in the right direction last July when it announced
the formation of an Oncology Office that would allow for better consolidation and
integration of the Agency’s cancer-specific expertise. The Interagency Oncology Task
Force formed between FDA and the National Cancer Institute in 2003 also has been
a positive step toward enhancing the efficiency of clinical research and the scientific
evaluation of new cancer medications. Through this program, Federal researchers
and regulators have been developing ways to share knowledge and resources that
will accelerate the development of new cancer drugs that are safe and effective.

However, we are deeply concerned that potential efforts to legislate unrealistically
heightened degrees of certainty with respect to the safety of drugs could turn back
the clock on what we view as important reforms in terms of improved efficiency and
accelerated access to vital drug therapies achieved by the FDA. Our patients simply
cannot afford unduly burdensome regulatory or bureaucratic requirements that
could halt such progress or unravel the gains made since enactment of PDUFA.
V. Be Cautious With Safety

We appreciate the committee’s scrutiny of recent concerns regarding drug safety,
and we share your commitment to assuring that information about risks associated
with drugs is identified and disseminated as early as practicable. However, it is im-
portant to always keep in mind that beneficial drug products are going to have asso-
ciated with them a certain amount of risk. Aspirin has risks; penicillin has risks;
the vaccines we give our babies to immunize from disease like polio and diphtheria
carry risk. No drug is ever 100 percent safe.

Just like patients and their caregivers must weigh the benefits and risks associ-
ated with a particular product when deciding whether or not to use it to fight or
prevent disease, we feel that the FDA must continue to carefully weigh the benefits
and risks associated with a product when deciding whether or not to grant approval.
For that reason, we would advise against any effort that creates new regulations
or bureaucracy that isolates or further separates either the drug safety function or
the drug efficacy function from the overall drug review process. Safety and efficacy
must never be viewed in isolation from each other. The FDA’s review process should
remain structured in a way that emphasizes the benefit-risk balance of a medicine
as a basis for approval.

Drug reviews that are not based on this delicate balance will almost certainly dis-
courage research on new therapies for dread diseases like cancer and AIDS. It may
become very difficult to get a drug approved for cancer treatment if the regulatory
hurdles for safety are too high because those drugs are likely to have some level
of side effects, and they are likely to be used in a patient population that is sick
and vulnerable to adverse reactions.

Of even greater concern is how an overemphasis on safety might have a devastat-
ing impact on the advancements being made in our ability to detect cancer early
or prevent it altogether. Remember, cancer is a biological process that starts in the
body years or even decades before a diagnosis is made. The ability to detect that
process early or stop it all together represent our greatest hope for significantly re-
ducing or eliminating the suffering and death due to cancer. The conundrum is that
the clinical testing and medical application of new technologies for early detection
and prevention will involve people at risk for cancer who are not yet showing signs
of advanced disease and may be entirely without symptoms. However, the tools for
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early detection and prevention are going to have side effects, just like any medical
intervention. If the regulatory hurdles for safety are too high, it will be very difficult
to get new tools for prevention and early detection approved even though they may
save hundreds of thousands, if not millions, of lives in the not too distant future.

And who is going to pour billions of dollars into the research and development
of new cancer products if they are not likely to be approved because they might not
be considered safe enough irregardless of their benefits, or if they will face an even
longer and less efficient review process?
VI. What we support

Of course the FDA’s role in evaluating and monitoring safety should be strength-
ened. But more importantly, we want safer and more effective drugs moved through
the system as efficiently as possible so they can be used as soon as possible by those
who need them most, such as cancer patients and/or those at high risk for cancer.

We would prefer strategies and solutions designed to improve the FDA’s capacity
in the areas of safety, efficacy, and efficiency simultaneously. At the very least, any
effort to improve one aspect of these factors alone should not be implemented with-
out careful consideration of how the other two might be impacted. And this means
that FDA’s budget must be considered accordingly.

The following are the 5 key ‘‘Pillars of Safety’’ that we think are critical to reforms
at the FDA:

1. Safety and Efficacy must continue to be the foundational elements of the FDA
regulatory process. Safety cannot exist in a vacuum apart from efficacy.

2. Mechanisms to enhance existing structures and processes for post market safe-
ty monitoring and adverse event reporting must be explored.

3. Efforts to bring even greater efficiency and scientific expertise to the FDA’s re-
view and monitoring processes must continue; such efforts must be done in a man-
ner that empowers the Agency to keep pace with the rapid advancements now oc-
curring in areas such as genomics, proteomics, and nanotechnology.

4. FDA must continue to work with industry, patient groups, physicians, hos-
pitals, academia, and other government agencies to enhance the critical path.

5. The FDA must be sufficiently resourced in order to insure more effective pur-
suit of its existing mandates. Additional resources are even more essential if FDA
is to successfully implement a comprehensive suite of reforms.

We are encouraged by FDA’s plan to allocate more than $70 million over 5 years
to support enhanced monitoring and surveillance of risks that may be associated
with drug products already on the market. However, no drug is without risk; and
it always has been an unfortunate but unavoidable fact that some adverse effects
may not become apparent until after a drug has been in wide or extended use. We
can hope to minimize such adverse effects and enhance the agency’s capacity to re-
port them, but we must also accept certain risks associated with beneficial drug
products. Moreover, without new monies, every dollar the FDA shifts towards new
regulations and infrastructure for safety is money taken away from programs that
allow the agency to more effectively and efficiently evaluate risk and benefit to-
gether.

Finally, one of the keys to a stronger FDA and a more robust development pipe-
line is a clear plan for how the agency will work to modernize the medical product
development process. We are pleased that such a proposal has been presented in
the recently published report: ‘‘Innovation/Stagnation: Challenge and Opportunity
on the Critical Path to New Medical Products.’’ This document details the agency’s
plan to update the tools currently used to assess the safety and efficacy of new med-
ical products. We fully support the FDA’s willingness to reach out to numerous
stakeholders in an effort ‘‘to coordinate, develop, and/or disseminate solutions to sci-
entific hurdles that are impairing the efficiency of product development industry-
wide.’’
V. In Conclusion

We welcome the recent discussions about how we can make our drug approval
system better, but we are mindful of the fact that patients with life altering diseases
like cancer are given hope because of the advances of scientific discovery and devel-
opment. We support reform that makes drugs safer, but warn against those that
might unintentionally slow down the flow of better technology for treatment, pre-
vention, and detection—or worse, discourage their creation altogether. The only way
to prevent such unintended consequences is to have a thoughtful policy discussion
not about safety alone, but safety in combination with benefit and efficiency. While
we of course want safer drugs, we feel that any safety reforms absolutely must be
matched with efforts to enhance the FDA’s level of efficiency, scientific expertise,
and overall capacity to fulfill its numerous mandates.
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The CHAIRMAN. Dr. Thomas Fleming?
Mr. FLEMING. Senator Burr, Senator Enzi, thank you for the in-

vitation to discuss what Congress and the FDA need to do to both
protect and promote public health with respect to drugs and bio-
logics.

The regulatory approval of drugs and biologics for marketing in
new clinical indications should be based on evidence from adequate
and well-controlled trials that reliably establish that the product
has a favorable benefit-to-risk profile. Therefore, these clinical
trials must give robust and compelling evidence that the product
provides clinically and statistically significant beneficial effects on
outcomes that unequivocally reflect tangible benefit to patients,
such as relieving disease-related symptoms, improving the ability
to carry out normal activities, and in life-threatening disease set-
tings, prolonging survival.

In turn, sufficient safety data should be obtained to provide reli-
able evidence that these beneficial effects outweigh safety risks to
patients who will use these products in a real world setting. It fol-
lows that the level of safety risks that would be judged to be ac-
ceptable would depend on the level of benefit provided by the inter-
vention.

Multiple sources of information are useful in monitoring these
safety signals, including pre-marketing evaluations, usually from
randomized control trials, but safety monitoring in a postmarketing
setting is also extremely important and has many components, in-
cluding postmarketing passive surveillance, usually through vol-
untary submission of AEs thought by caregivers to be related to
treatment, and more informative and reliable postmarketing active
surveillance, such as that provided by large-link databases, and
particularly for products that will have widespread use.

This source was very informative in assessing safety of COX-2 in-
hibitors. Even more informative for the COX-2s were post-
marketing randomized trials to determine if one can rule out unac-
ceptable increases in the rate of clinically significant safety risks
that are uncommon or occur on a delayed basis when evidence has
been obtained to suggest the plausibility of such risks.

In evaluating the effects of COX-2 inhibitors on the risk of car-
diovascular mortality, MI, and stroke, the FDA proceeded in a
proper manner regarding the accumulation of data from both obser-
vational studies and randomized trials and regarding the develop-
ment of benefit-to-risk assessments for this class of agents using
these data.

Even though the FDA process for drug review is one of the best
in the world, in fact, I think the best in the world, some modifica-
tions would enable needed improvements. I have outlined, pro-
posed, a number of potential improvements or approaches in my
written testimony.

Among these, when a safety signal is found, I believe FDA
should have greater authority to require control trials, usually ran-
domized trials, that will have the ability to determine whether un-
acceptable safety risks truly exist.

Another point, another recommendation, the accelerated ap-
proval Subpart (h) regulatory process was established to allow mar-
keting of products that have been shown to have compelling effects
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on biomarkers, for example, shrinking tumors, if these effects are,
quote, ‘‘reasonably likely to predict clinical benefit,’’ unquote, and
if the sponsor completes in a timely manner one or more trials that
will validate that the intervention truly does provide meaningful
beneficial effects on true clinical efficacy outcome measures, such
as relieving disease-related symptoms or prolonging survival.

Unfortunately, many challenging issues arise from the imple-
mentation of the accelerated approval process that can lead to com-
promising what is truly in the best interest of public health, which
is the reliable as well as timely evaluation of interventions’ safety
and efficacy. Congress and the FDA should consider policies to re-
duce the likelihood that products are used for a lengthy interval of
time by patients in nonresearch settings, even though the efficacy
has not been established, and even though available safety data
are much more limited than what would typically be available from
completed trials evaluating effects on clinical efficacy outcome
measures.

In closing, it should be noted that one change that should not be
made is the creation of a separate group outside FDA to review
safety and efficacy. First, regulatory experts at FDA have particu-
lar experience and familiarity with the drug approval process, in-
cluding the Code of Federal Regulations, and the limits of the au-
thority of the FDA.

Second, it is unclear how recommendations of such an outside or-
ganization would be incorporated into the functioning of the FDA.

Finally, there are significant conflict of interest issues for many
outside FDA who might be selected to serve in a separate safety
group.

The FDA is not broken. The process of drug review works very
well. In general, the FDA has been very effective in carrying out
its regulatory responsibilities, and in turn, has had a profoundly fa-
vorably influence on the process of promoting and protecting public
health. Thank you.

The CHAIRMAN. Thank you.
[The prepared statement of Mr. Fleming follows:]

PREPARED STATEMENT OF THOMAS R. FLEMING, PH.D.

Thank you for the invitation ‘‘to provide my professional opinion on what, if any-
thing, Congress and the FDA need to do both to protect and to promote the public
health with respect to drugs and biologics, including a discussion about what
changes might need to be made to ensure that FDA is fully considering both bene-
fits and risks during pre- and post-market review’’. My testimony is based on 28
years experience in collaborating on the design, conduct and analysis of government
and industry sponsored clinical trials, and on nearly 20 years service on FDA Advi-
sory Committees.

EXECUTIVE SUMMARY

A. Decisions regarding marketing of drugs and biologics should be based on robust
and compelling evidence that the intervention has a favorable benefit-to-risk profile.

B. In general, the FDA has been very effective in carrying out its regulatory re-
sponsibilities and, in turn, has had a profoundly favorable influence on the process
of promoting and protecting public health.

C. In evaluating effects of Cox-2 inhibitors on the risk of cardiovascular mortality,
MI and stroke, the FDA proceeded in a proper manner regarding the accumulation
of data from observational studies and randomized trials and regarding the develop-
ment of benefit-to-risk assessments for this class of agents using these data.

D. The FDA should retain the responsibility for evaluation of safety of drugs and
biologics.
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E. Multiple sources of information are useful in monitoring for safety signals, in-
cluding (i) pre-marketing evaluations (usually from randomized controlled trials)
that are of sufficient size and duration to provide robust and compelling evidence
that the product has a favorable benefit to risk profile; (ii) post-marketing passive
surveillance, such as is provided by the Adverse Event Reporting System (AERS);
(iii) post-marketing active surveillance, such as is provided by large linked data
bases, in particular for products that will have wide spread use; and (iv) post-mar-
keting randomized trials to rule out unacceptable increases in the rate of clinically
significant safety risks that are uncommon or occur on a delayed basis, when evi-
dence has been obtained to suggest the plausibility of such risks.

F. Some modifications that would need to be effected by legislation would enhance
the effectiveness of the FDA. These include: (i) providing increased funding to FDA
to support scientific pursuits and improve regulatory effectiveness of reviewers; (ii)
encouraging FDA reviewers to communicate more effectively with the public; (iii)
when safety risks are found, requiring controlled studies (usually randomized trials)
that have the ability to determine whether an unacceptable safety risk truly exists
be conducted in a timely manner; (iv) improving methodology for safety monitoring
in children; (v) establishing a funding program at FDA for observational studies and
clinical trials; and (vi) for agents that have received Accelerated Approval under
subpart H, ensuring the FDA has policies in place regarding timeliness of comple-
tion of validation trials and prompt withdrawal of the product from the market if
the validation trials fail to provide robust and compelling evidence that the product
has a favorable benefit-to-risk profile.

INTRODUCTION

The regulatory approval of drugs and biologics for marketing in new clinical indi-
cations should be based on evidence from adequate and well controlled clinical trials
that reliably establish that the product has a favorable benefit-to-risk profile. There-
fore, these clinical trials must give robust and compelling evidence that the product
provides clinically and statistically significant beneficial effects on clinical efficacy
outcomes that unequivocally reflect tangible benefit to patients. Examples of such
beneficial effects would be relieving disease related symptoms, improving the ability
to carry out normal activities, or reducing hospitalization time while, in the setting
of life threatening diseases, the most important beneficial effect often would be pro-
longing survival. In turn, sufficient safety data should be obtained to provide reli-
able evidence that these beneficial effects outweigh the safety risks to patients who
will use these products in a real world setting. It follows that the level of safety
risks that would be judged to be ‘‘acceptable’’ would depend on the level of benefit
provided by the intervention.

While sponsors from industry and sponsors from government agencies other than
FDA regularly make valuable contributions to the development of greatly needed
interventions for treatment and prevention of disease, the reality is that important
financial and professional conflicts of interest can result in advocacy for marketing
products that have not been established reliably to be safe and effective, placing the
public at significant risk. In general, the FDA has been very effective in carrying
out its responsibilities to regulate the activities of these sponsors, to ensure that
products that are being marketed truly do have a favorable benefit-to-risk profile.
Through this achievement, the Agency has had a profoundly favorable influence on
the process of promoting and protecting public health.

Before discussing potential refinements to the FDA drug approval process, some
aspects of the current process for evaluating safety and efficacy should be reviewed.

EVALUATING SAFETY: SOME BACKGROUND REGARDING AVAILABLE APPROACHES

The review of safety of new products is a complex and multidimensional undertak-
ing. The FDA considers reports of adverse drug reactions from available clinical
data, pursues concerns raised by animal toxicology, pursues insights from phar-
macokinetic and pharmacodynamic assessments including potential risks of drug-
drug interactions, looks specifically for class effects, and searches for rare events.
This effort is guided by their wealth of experience. For example, before approval,
lack of adverse effects on patient survival must be established for most new drugs
for heart failure (due to the experience with inotropes) and for antiarrhythmics (due
to the experience with encainide and flecainide).

There are several clinical data sources providing insights about safety risks of
new products. In the pre-marketing setting, the most reliable of these sources is the
randomized controlled trial. Pre-marketing clinical trials should be of sufficient size
and duration to provide robust and compelling evidence that the product has a fa-
vorable benefit to risk profile. When evaluating products (such as analgesics, anti-
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histamines, antidepressants, and asthma remedies) not expected to reduce mortality
or to prevent irreversible morbidity (such as reducing the risk of stroke, permanent
loss of vision, or HIV infection), one might need evidence from randomized trials
that cumulatively involve more than 10,000 patients. This is particularly important
when available evidence suggests plausibility of clinically significant safety risks.
The evaluation of Cox-2 inhibitor pain relievers provides an illustration. Given that
products in this class provide only a limited reduction in risk of significant upper
GI ulcers and have not been established to provide improved pain relief relative to
non-specific NSAIDS such as naproxen, new members of the Cox-2 inhibitor class
should not be approved until evidence is available from randomized trials ruling out
the possibility that that these new agents induce a 50 percent relative increase in
the risk of major cardiovascular (CV) events, including CV deaths, MIs and stroke,
(i.e., ruling out that the drug causes at least 5 additional major CV events per 1000
patients treated, in a population having a background rate of such events of 1 per-
cent).

Once the product is approved, it is important to continue monitoring for safety
signals. Post-marketing passive surveillance, such as is provided by the Adverse
Event Reporting System (AERS), is useful for detecting large increases in clinically
important rare events, such as establishing the risk of intussusception with a
rotavirus vaccine, or assessing the risk of encephalopathy with the acellular pertus-
sis vaccines, or detecting the risk of Stevens-Johnson rash in the treatment of pa-
tients infected with HIV. The Office of Drug Safety is responsible for monitoring
AERS. However, this system has significant limitations. It is based on voluntary
submission of MedWatch forms for adverse events that caregivers believe might be
drug related. Underreporting, the lack of denominators and the lack of comparator
groups make such information very difficult to interpret in many settings. These
types of irregularities in safety information have led to considerable difficulties in
the assessment of the relationship of the class of Selective Seratonin Reuptake In-
hibitor (SSRI) agents regarding the risk of suicidal ideation and/or attempts.

Post-marketing active surveillance, such as is provided by large linked data bases
(the Northern California Kaiser data base being a classic example), provides an im-
provement over passive surveillance, through more systematic collection of adverse
events, yielding complete numerators (i.e., safety events) and denominators (i.e.,
people exposed to the product). This enhanced approach to post-marketing safety as-
sessment should be more widely implemented for products that will have wide-
spread use. This type of evidence could significantly enhance the insights into
whether there is a true causal relationship between SSRI agents and the risk of sui-
cidal ideation and/or attempts. However, this approach also has important limita-
tions. Due to lack of a randomized control group, frequently unavailable confounder
information (such as aspirin use or smoking history when studying Cox-2 inhibi-
tors), concerns regarding outcome specificity (are reported events truly events?) and
sensitivity (are true events reliably captured?) partly due to recall bias, and con-
cerns resulting from loss to follow-up and the lack of a proper ‘‘time 0’’ cohort, re-
sults from these analyses can be very misleading, especially when one is attempting
to determine whether an intervention induces a clinically important safety risk that
corresponds to less than a 2-fold increase in rate of occurrence of these safety
events. These concerns appear to be relevant to the setting of Cox-2 inhibitors.
While their effect on the risk of CV deaths, MI and stroke is clinically significant,
it appears that this effect is approximately at the level of a 1.5 fold increase. In such
settings, the FDA properly would view such ‘‘epidemiological’’ or ‘‘observational’’ evi-
dence to be hypothesis generating or clues regarding safety signals. The FDA prop-
erly recognized that it was necessary to conduct post-marketing randomized trials,
with large sample sizes and long term follow-up, to reliably address the CV safety
risk of the Cox-2 inhibitor class.

When an important safety signal has been suggested but has not clearly been es-
tablished by active and passive surveillance, post-marketing randomized trials
should be conducted to rule out unacceptable increases in the rate of clinically sig-
nificant safety risks that are uncommon or occur on a delayed basis. The aggrega-
tion of evidence from such large scale randomized trials, conducted in pre- and post-
marketing settings, has served as the most reliable source of information to the ad-
dress class effect of Cox-2 inhibitors regarding risk of CV death, MI and stroke. In
order to have high reliability in detecting a tripling in the rate of a serious safety
event that would occur at the rate of 1 per 1000 patients, the post-marketing ran-
domized trial would need to have approximately 20,000 patients. Several examples
exist, in addition to the Cox-2 setting, where trials of this type have been conducted.
Two such examples are the evaluation of the cardiovascular mortality risks of anti-
psychotics known to induce increases in QTc, and the assessment of the risk of res-
piratory-related deaths and respiratory-related life-threatening experiences in pa-

VerDate 11-MAY-2000 13:17 Jul 21, 2005 Jkt 000000 PO 00000 Frm 00042 Fmt 6633 Sfmt 6621 S:\DOCS\99761.TXT SLABOR3 PsN: SLABOR3



39

tients currently receiving prescription asthma medications. Large post-marketing
clinical trials have frequently provide insights about safety risks that were incon-
sistent with prior expectations based on observational studies or effects on biomark-
ers (i.e., surrogate endpoints). For example, the ALLHAT trial established that a
calcium channel blocker did not have adverse effects on cancer risk, MI or death,
and the Women’s Health Initiative showed that observational studies improperly
characterized the effects of hormone use in women on cardiovascular risk. In a stun-
ning example, even though encainide and flecainide had been shown to suppress ar-
rhythmias, a known risk factor for sudden death (resulting in off-label use annually
by hundreds of thousands of Americans), the 2000 patient CAST trial established
that these antiarrhythmic agents actually tripled the death rate. Even though the
overall death rate was tripled by these agents, this excess risk was not recognized
until the availability of the results of the randomized trial.

EVALUATING EFFICACY

As discussed earlier, drug safety cannot be considered separately from drug effi-
cacy/effectiveness since they are both part of an overall assessment of benefit-to-
risk. This was recognized in 1962 when the Food Drugs and Cosmetic Act was
amended to include that drugs should demonstrate substantial evidence of efficacy
as well as safety.

A rich science exists regarding design, conduct and analysis issues that are influ-
ential in the achievement of robust and compelling evidence that a product provides
clinically and statistically significant beneficial effects. These issues therefore have
major regulatory importance, and draw a great deal of attention from both clinical
and statistical reviewers at the Agency. Some of these that frequently are most criti-
cal in the interpretation of efficacy data are: (i) factors that influence bias and varia-
bility, including the role of randomization, the influence of loss to follow up, the
need to conduct intention to treat analyses, and the role of blinding; (ii) choosing
proper endpoints, and the role of biomarkers as surrogate endpoints; (iii) avoiding
biocreep when conducting non-inferiority analyses to establish efficacy of new prod-
ucts when being compared to standard of care interventions; (iv) the role of sub-
group analyses; and (v) procedures for monitoring registrational trials to address
ethical and scientific concerns.

The second issue in the previous paragraph deserves particular attention. It is
often proposed that regulatory assessments of efficacy be based on evaluation of ef-
fects on biomarkers, such as transient tumor shrinkage in oncology, or suppression
of arrhythmia in cardiology, or decolonization for antimicrobials, rather than evalu-
ating effects on clinical efficacy outcomes that unequivocally reflect tangible benefit
to patients, such as duration of survival, disease-related symptoms, or ability to
carry out normal activities. The use of biomarkers as replacement or ‘‘surrogate’’
endpoints for the clinical efficacy outcomes enables trials to be conducted with
smaller numbers of patients and in shorter periods of time. Regrettably, these surro-
gate endpoint trials often give misleading results about whether the product truly
provides beneficial efficacy, as illustrated earlier by the fact that encainide and
flecanide suppress arrhythmias and yet have an adverse effect on mortality.

The Accelerated Approval (AA) (subpart H) regulatory process was established to
allow marketing of products that have been shown to have compelling effects on bio-
markers, if these effects are ‘‘reasonably likely to predict clinical benefit’’, and if the
sponsor completes, in a timely manner, one or more trials that will validate that
the intervention truly does provide meaningful beneficial effects on true clinical effi-
cacy outcomes. Unfortunately, as discussed in the accompanying publication (Flem-
ing TR, ‘‘Surrogate Endpoints and FDA’s Accelerated Approval Process: The chal-
lenges are greater than they seem’’, Health Affairs 24: 67-78, 2005), many challeng-
ing issues arise from the implementation of the AA process that can lead to com-
promising what is truly in the best interest of public health: the reliable as well
as timely evaluation of an intervention’s safety and efficacy. This publication dis-
cusses policies that Congress and the FDA should consider to reduce the likelihood
that products are used for a lengthy interval of time by patients in non-research
settings, even though efficacy has not been established and available safety data are
much more limited than what would typically be available from completed trials
evaluating effects on clinical efficacy outcomes.

POTENTIAL REFINEMENTS TO THE FDA DRUG APPROVAL PROCESS

The FDA is not ‘‘broken’’. The process of drug review works very well. In general,
the FDA has been very effective in carrying out its regulatory responsibilities and,
in turn, has had a profoundly favorable influence on the process of promoting and
protecting public health. Leaders at FDA such as Robert Temple, M.D., (Director,
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Office of Medical Policy; Director, Office of Drug Evaluation I), are extremely knowl-
edgeable, fair, and highly effective in guiding the FDA in the achievement of its mis-
sion. Such people are national treasures.

Even though the FDA process for drug review is one of the best in the world,
some modifications that would need to be effected by legislation would enable impor-
tant improvements. Before discussing these, it should be noted that one change that
should not be made is the creation of a separate group, outside FDA, to review safe-
ty or efficacy. First, the regulatory experts at FDA have particular experience and
familiarity with the drug approval process including the Code of Federal Regula-
tions and the limits of the authority of the FDA. Second, it is unclear how the rec-
ommendations of such an outside organization would be incorporated into the func-
tioning of the FDA. Finally, there are significant conflicts of interest issues for many
outside FDA who might be selected to serve in a separate safety group.

The following are potential changes regarding FDA that should be considered:
1. Increase funding to FDA to allow more person power to accomplish necessary

tasks, while allowing reviewers time for scientific pursuits that will improve their
regulatory effectiveness. Increased funding would also allow better research within
FDA on clinical trials methodology.

2. FDA reviewers should have better communication with the public. Reviewers
should be encouraged to publish important points or summaries of their reviews in
peer reviewed publications in order to better inform the public regarding efficacy
and safety of drugs. (Many scientific articles published by the academic and indus-
try scientists have a ‘‘sponsor spin’’, resulting in reduced objectivity and biased pres-
entation of evidence regarding the benefit to risk profile of the product.)

3. When a safety signal is found, frequently from non-controlled post-marketing
data, FDA should require that controlled studies (usually randomized trials) that
have the ability to determine whether an unacceptable safety risk truly exists, be
conducted. When such trials are conducted in post-marketing settings, requirements
for timely completion should be in place.

4. Safety monitoring in children needs better methodology. Currently, the ability
to assess rare or long term safety risks, such as for SSRIs, too often is inadequate.
Furthermore, when it is unclear how to measure an adverse event in a child, the
sponsor should be required to develop methodology to study the safety event in
order to be allowed to pursue an indication if the disease is not serious or life
threatening.

5. An FDA funding program for observational studies and clinical trials should be
established. Among the uses for these funds would be (i) enabling the FDA to have
access to evidence from large linked data bases, allowing timely detections of safety
signals once products are marketed, in particular for products that will be widely
used in settings where rare or long term safety risks could lead to an unfavorable
benefit-to-risk profile; (ii) enabling the conduct of important placebo controlled effi-
cacy and safety trials as well as those with generic drugs that will not be conducted
by industry or NIH; and (iii) providing funding to develop better tools for clinical
trials in the Critical Path program headed by Dr. Janet Woodcock.

6. For interventions that are allowed to be marketed under (subpart H) acceler-
ated approval, the FDA should have policies requiring that clinical trials are in
place at the time of the accelerated approval that can reasonably be expected to pro-
vide statistically compelling evidence, within a well-defined rapid time frame, about
whether the intervention as a favorable benefit-to-risk profile by being safe and by
providing clinically meaningful tangible benefit to patients; and the product will be
withdrawn from the market promptly if the validation trial does not conclusively
provide this required positive evidence.

The CHAIRMAN. Dr. David Fassler, please.
Dr. FASSLER. Thank you. My name is David Fassler. I am a child

and adolescent psychiatrist practicing in Burlington, VT. I am also
a Clinical Associate Professor in the Department of Psychiatry at
the University of Vermont. I am speaking today on behalf of the
American Psychiatric Association, where I serve on the Board of
Trustees, as well as the American Academy of Child and Adoles-
cent Psychiatry, where I serve as Vice-Chair of the Assembly.
These organizations would like to thank Senator Enzi for holding
this hearing.

I would like to address four main issues. First, I would like to
emphasize the importance of open access to data from clinical
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trials, including data from negative trials and unpublished re-
search. Already this morning, you have heard a lot about the issue
of clinical trials.

In February of last year, when I testified before the FDA Advi-
sory Committee, there were only four controlled studies in the pub-
lished literature on the use of SSRI anti-depressants in the treat-
ment of childhood and adolescent depression. However, as we
learned in preparation for the hearing, there were actually another
11 unpublished studies whose results had been submitted to the
FDA but really weren’t known to most practicing physicians.

Physicians and parents clearly need access to this kind of infor-
mation in order to make fully informed decisions about treatment
options. For this reason, the APA and the Academy have been in
the forefront of the call for the development of a publicly accessible
national registry of clinical trials.

Next, let me try and talk about medication in general and the
SSRI anti-depressants in particular. Research has clearly dem-
onstrated that medication can be helpful and even life-saving for
many children and adolescents with psychiatric disorders, but
medication is most effective when it is used as a component of a
comprehensive treatment plan individualized to the needs of the
child and family.

Let me take a minute to try and address the complex issue of
whether or not the SSRIs increase the risk of suicidal thinking or
behavior. At this point, here is what we actually know from a sci-
entific perspective. Contrary to frequent reports in the popular
media, there is no evidence to suggest that these medications in-
crease the risk of suicide in children and adolescents. It does ap-
pear that these medications may increase the likelihood that a pa-
tient, whether it is a child, an adolescent, or an adult, will actually
tell someone about their suicidal thoughts or even about a suicide
attempt. From my perspective as a psychiatrist, this is actually a
good thing because it means you have the opportunity to intervene
and to keep the person safe.

I believe this is why none of the studies have demonstrated any
increase in actual deaths from suicide in conjunction with the use
of these medications. On the contrary and fortunately, the adoles-
cent suicide rate in the country has actually declined by over 25
percent since the early 1990s in a manner consistent with the in-
creased use of SSRI anti-depressants.

Let me underscore the importance of ongoing research in this
area. There is no question that we need more information on how
to best use these medications in the treatment of our child and ado-
lescent patients. In particular, we need long-term follow-up studies
on both safety and efficacy. Fortunately, several such studies are
currently underway with funding from the National Institutes of
Mental Health.

The APA and the Academy also support the formation of a Pedi-
atric and Adolescent Central Nervous System Advisory Committee
at the FDA comprised of experts, including child and adolescent
psychiatrists and pediatric neurologists. We also need to address
the overall shortage of pediatric mental health specialists, both in
research and in clinical practice, and we appreciate the efforts of
Senators Bingaman and Collins on this important issue.
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Finally, let me emphasize the importance of advocacy for chil-
dren and adolescents with psychiatric disorders. Parents, in par-
ticular, need to be advocates for their children. They need to make
sure their kids have a comprehensive evaluation by a trained and
qualified mental health professional and that they have access to
the necessary and appropriate ongoing treatment services. They
should also ask lots of questions about any proposed diagnosis or
treatment plan.

To this end, the APA and the Academy have jointly developed a
new website, www.parentsmedguide.org, to provide parents and
physicians with as much information as possible about the evalua-
tion and treatment of childhood and adolescent depression. Over a
dozen major medical family and patient advocacy organizations
have already endorsed this effort, and Senator Burr earlier was
talking about the importance of electronic access to information
and that is exactly why we have set this up in this manner.

We at the APA and the Academy are hopeful that today’s hear-
ing and testimony will help promote access to information, encour-
age expanded support for research, and enhance the ability of par-
ents to advocate effectively for the treatment their children need
and deserve.

Thank you for the opportunity to appear before you today.
The CHAIRMAN. Thank you.
[The prepared statement of Dr. Fassler follows:]

PREPARED STATEMENT OF DAVID FASSLER, M.D.

Introduction
My name is David Fassler. I am a child and adolescent psychiatrist practicing in

Burlington, Vermont and a Clinical Associate Professor of Psychiatry at the Univer-
sity of Vermont. On behalf of the American Academy of Child and Adolescent Psy-
chiatry (AACAP) and the American Psychiatric Association (APA), I appreciate the
opportunity to submit this testimony regarding the Food and Drug Administration
(FDA) approval process.

The AACAP is a medical membership association established by child and adoles-
cent psychiatrists in 1953. With over 7,000 members, the AACAP is the leading na-
tional medical association dedicated to treating and improving the quality of life for
the estimated 7–12 million American youth under 18 years of age who are affected
by emotional, behavioral, developmental and mental disorders. The AACAP supports
research, continuing medical education and access to quality care. Child and adoles-
cent psychiatrists are the medical specialists trained in the treatment of mental ill-
nesses in children and adolescents.

APA is the Nation’s oldest medical specialty society, founded in 1844, with over
35,000 members nationwide specializing in the diagnosis, treatment and prevention
of mental illnesses including substance abuse disorders.

The AACAP and APA would like to thank Senator Enzi (R-WY), chair of the
Health, Education, Labor, and Pensions Committee, for holding this hearing and for
his interest in the Food and Drug Administration’s (FDA) approval process and its
impact on pediatric medications used to treat depression.

The FDA’s drug approval process is basically sound. However, based on our recent
experience with the review of the safety and efficacy of the selective serotonin re-
uptake inhibitor (SSRI) antidepressants, we believe the process can be further
strengthened by implementing four recommendations. First, enhanced reporting of
and access to data from clinical trials, including negative trials and unpublished re-
sults, in a centralized, publicly accessible registry. Second, an expanded emphasis
on post-marketing surveillance and increased funding for long term follow up. Third,
the creation of an FDA advisory board focusing on the child and adolescent central
nervous system, and fourth, strengthening the workforce of researchers, including
experts in pediatric psychiatry and neurology, who can assist with the design, over-
sight, interpretation and reporting of clinical research.
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1. APA and AACAP Urge Access to Comprehensive Clinical Trial Data
The FDA’s mission is to advance public health by helping speed innovations that

make medications more effective, safer and more affordable; and to provide physi-
cians and the public with the accurate, science-based information they need to use
medications to improve their health. That mission depends on open access to all rel-
evant information from clinical studies, especially those that involve children.

The recent discussion of SSRIs brought to light the fact that the physicians, re-
searchers and the public often do not have access to such full data sets. For exam-
ple, of the 15 studies on the use of SSRI’s in the treatment of childhood and adoles-
cent depression, only four had been published as of February 2004.

Research is key to understanding the cause of depression, especially in children
and adolescents, and access to both negative and positive research findings is essen-
tial to help clinicians develop the most effective treatment plans. It is this principle
that led the AACAP and the APA, last summer, to urge the American Medical Asso-
ciation, to join their call for the development of a national registry of clinical trials.
While the AACAP and the APA are primarily concerned with psychiatric medica-
tions, we recognize that a registry will impact all of medicine. Moreover, we also
recognize that there is a bias toward the publication of positive research findings,
which affects all areas of health care. Physicians and patients must have all avail-
able knowledge about a medication’s safety and effectiveness before they can make
informed decisions about treatment options.

The AACAP and the APA encourage the FDA to provide broader dissemination
of information gained from pediatric clinical trials. Label information and package
inserts provide critical information to physicians, but we would urge the agency to
routinely include any and all data specifically addressing the safety and efficacy of
agents when used in the treatment of pediatric patients.

Our organizations want the public and physicians to get the most accurate and
up-to-date information about SSRIs and about all psychotropic medication for chil-
dren and adolescents. For this reason, the AACAP and APA have recently released
two guides on the use of medication in treating childhood and adolescent depres-
sion—one for patients and families and one for physicians. Both documents were en-
dorsed by numerous medical, family, and patient advocacy organizations. A new web
site was launched (www.ParentsMedGuide.org) to share these documents with the
public. Material from the website is appended to this testimony. The parents guide
provides advice for parents to help them make the best decision for their child or
adolescent with depression. It describes what a black box warning means, what
prompted the warning on SSRIs, what treatments are most effective in treating de-
pression, and the risks associated with not treating this condition. The physician’s
guide, while similar to the parent’s guide, includes more specific clinical and re-
search data on diagnosis, treatment efficacy, and suicidality in children and adoles-
cents.
a. Prevalence of Depression in Children and Adolescents

Mental and behavioral disorders affect an estimated 20 percent of children and
adolescents, or approximately 10 million young people. Tragically, only one in five
receive any form of treatment for these disorders (U.S. Surgeon General Report).

Within this total, clinical depression is a frequently occurring disorder. It is esti-
mated that depression affects 2.5 percent of children and over 8 percent of U.S. ado-
lescents. These rates account for approximately 2.6 million youth ages 6–17
(Birmaher et al.).

Depression and related mood disorders are serious illnesses for most children and
adolescents diagnosed with the condition. Depression can interrupt a youth’s normal
emotional development, negatively affect self-esteem, interfere with learning in
school, and undermine friendships with peers. Over 500,000 adolescents attempt
suicide each year and depression is most often the cause (Kochanek, KD et al).

No single cause of depression has been identified. However, we know that depres-
sion is an illness with a pronounced biological basis. Research has clearly dem-
onstrated that depression is associated with deficiencies in specific brain chemicals
such as serotonin and norepinephrine. The genes that a child inherits also pre-
dispose a person to the illness, but this predisposition, or vulnerability, to depres-
sion typically is ‘‘triggered’’ by life events. Researchers have begun to identify these
triggers, called risk factors, for depression.

A child’s risk for becoming depressed may increase with stress or with an experi-
ence of devastating loss or trauma. Behavioral problems and other psychiatric dis-
orders—for example, conduct, attention-deficit, learning, anxiety, and substance
abuse disorders—frequently co-occur with depression and may help explain its
onset. A family history of depression or bipolar disorder is also a significant risk
factor for depression in a child or young adult.
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Because of the severity of the disorder, the AACAP and the APA support treat-
ments that have been shown to be effective in reducing the symptoms of depression
and promoting normal development.
b. Antidepressant Medications as Part of Effective Treatment

Medication, specifically antidepressants, can be helpful and even lifesaving for
some children who have complex psychiatric disorders such as depression. Medica-
tion is most effective when it is used as part of a comprehensive treatment plan,
individualized to the needs of the child and family. All children and adolescents who
are taking antidepressant medication should be monitored closely by a physician,
especially early in the course of treatment, or when medications are being changed
or dosages adjusted.

Findings from the NIMH-supported Treatment of Adolescents with Depression
Study (TADS) show that a combination of medication and therapy, specifically, Cog-
nitive Behavioral Therapy, or CBT, are more effective than either option used alone.
Family therapy and/or work with the child’s school may also be appropriate compo-
nents of a treatment plan. All interventions have potential risks and benefits, and
parents need and deserve access to as much information as possible in order to
make fully informed decisions regarding treatment options. It is important to re-
member that the majority of children and adolescents with depression who are not
identified and treated are likely to have ongoing problems in school, at home and
with their friends. Research indicates that more than half will eventually attempt
suicide, and an estimated 2 to 5 percent will ultimately die as a result (Formbonne,
E., et al.).

At the end of this testimony is an overview from ParentsMedGuide.org of depres-
sion treatment effectiveness, design of clinical trials and data reporting which sheds
additional light on reports of suicidal thoughts by depressed adolescents.
c. SSRIs, Suicidal thoughts and FDA post-market actions

Many psychiatrists, patients and families have found the SSRI antidepressants to
be extremely helpful for children and adolescents with depression when they are
used in a well-monitored treatment program. In addition, the current evidence does
not suggest that these medications increase the risk of suicide. It warrants empha-
sis that in the data from the clinical trials that the FDA analyzed, which involved
more than 4,400 youth with depression, there were no actual suicides.

It does appear that these medications may increase the likelihood that a patient
will actually tell someone about their suicidal thoughts or even about a suicide at-
tempt. From my perspective, as a child and adolescent psychiatrist, this is actually
a good thing, because it means you have the opportunity to intervene and to keep
the person safe. I believe this is why none of the studies have demonstrated any
increase in actual deaths from suicide in conjunction with the use of these medica-
tions. On the contrary, the adolescent suicide rate in the country has actually de-
clined by over 25 percent since the early 1990’s, in a manner consistent with the
increased use of SSRI antidepressants.

We are concerned that the available research findings do not support a warning
that may be misinterpreted by some practitioners or parents to mean that
antidepressant medications actually cause children and adolescents to commit sui-
cide. Such a conclusion is simply not supported by the data.

The AACAP and the APA supported both the FDA’s evaluation of the safety data
found in clinical trials of SSRIs and the Columbia University reclassification project,
and we continue to support the public discussion of the resulting analyses. We also
agreed with the FDA’s decision to insert warning language with all antidepressant
medications to alert physicians and families to the need to monitor for signs of new
suicidal thinking or activity during treatment, although we feel that the specific na-
ture and frequency of such monitoring should be based on the clinical needs of the
child.

Both AACAP and APA did not, however, agree with the action ultimately taken
by FDA in October of 2004, to require a ‘‘black box warning’’ on all antidepressant
medications prescribed for children and adolescents. We were concerned—and recent
data substantiates our concern (such as Medco Health Systems data which indicates
that from 2003 to 2004, there was a significant decrease in the rate of SSRI pre-
scriptions for children and adolescents) (Fields) that such a warning might inadvert-
ently create a greater risk by discouraging families from seeking treatment and by
dissuading physicians from the appropriate prescribing of these medications.

We are pleased that the FDA recently modified, with scientific input, the specific
language used in the warning to more accurately reflect the actual research find-
ings. The FDA decided to remove language that maintained that a causal relation-
ship between medications and increased suicidality had been established. It also is
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significant that FDA added the language ‘‘in clinical trials’’ when discussing the
findings on suicidal thinking and behavior. In doing so, they are acknowledging the
challenges and complexities associated with the translation of research finding into
clinical practice. We hope the FDA will be willing to consider further modifications
to labeling, package inserts and medication guides as more data becomes available.
2. Further Post-Market Research Needed

The AACAP and the APA call for new research on SSRIs to ensure that these
medications are used in the safest and most effective manner possible. We support
research efforts now underway, such as the NIMH Treatment of Adolescent Suicide
Attempters (TASA) study and the NIMH supported Child and Adolescent Psychiatry
Trials Network, a large simple trials network.

The recently reauthorized Best Pharmaceuticals for Children Act (P.L. 107–109)
and the Pediatric Research Equity Act (P.L. 108–155), which codifies the 1998 Pedi-
atric Rule, will ensure that pediatric clinical trials will be included during the devel-
opment of new therapeutic medications, providing child and adolescent psychiatrists
with additional safety and efficacy information about new medications. We also sug-
gest Congress consider the creation of an independent body to oversee and advise
the FDA on post-marketing issues.
3. Create a Central Nervous System Pediatric Advisory Committee

To provide the FDA with critical expertise on pediatric psychopharmacology, the
AACAP and APA support the creation of a Central Nervous System Pediatric Advi-
sory Committee that would be composed of child and adolescent psychiatrists, pedi-
atric neurologists and other experts. This committee would work to improve the
quality of life for the millions of children and adolescents with mental illness and
their families.

We are pleased that the Pediatric Research Equity Act strengthened the FDA pe-
diatric research efforts by creating a Pediatric Advisory Committee. While this com-
mittee will represent general pediatric research issues, the FDA also requires spe-
cialized guidance in pediatric psychopharmacology from experts in child and adoles-
cent mental health and neurology. Pediatricians are not specifically trained in child
and adolescent psychiatry or child neurology, and we should not expect general pedi-
atric experts to be able to provide the FDA with the highly specialized expertise in
child and adolescent mental illnesses required in pediatric psychopharmacology.
4. Workforce and Access Issues

Family practitioners are more likely than either pediatricians or psychiatrists to
prescribe stimulants and less likely to use diagnostic services, provide mental health
counseling, or provide follow-up care (U.S. Surgeon General Report). This is also
true for antidepressants. Child and adolescent psychiatrists are the only medical
specialty fully trained in the diagnosis and treatment of children’s mental illnesses,
yet there are only approximately 7,500 of these specialists in the U.S. We encourage
committee members to support the enactment of the Child Health Care Crisis Relief
Act sponsored by Senator Jeff Bingaman.

These bills will help remove one of the main barriers to appropriate treatment for
children and adolescents with emotional and behavioral disorders through the cre-
ation of educational incentives and Federal support for children’s mental health
training programs. It will authorize scholarships, loan repayment programs, train-
ing grants, and specialty training program support. Children’s mental health profes-
sionals covered under the bill include: child and adolescent psychiatrists, child psy-
chologists, school psychologists, school social workers, school counselors, psychiatric
nurses, social workers, marriage and family therapists and professional counselors.

In addition, access to appropriate mental health treatment for children and ado-
lescents requires the elimination of discriminatory policies and practices with re-
spect to health insurance coverage. For this reason, both the APA and the AACAP
fully support the passage of parity legislation at both the State and Federal levels.
Summary of Recommendations

The AACAP and the APA make the following recommendations:
• Enhance the release and dissemination of data from clinical trials through the

development of a centralized, publicly-accessible, national registry.
• Strengthen post-market surveillance and reporting, and provide funding for

more short-term and long-term pediatric clinical trials, including follow-up studies,
on all medications prescribed for children and adolescents.

• Create an FDA Central Nervous System (CNS) Pediatric Advisory Committee
composed of child and adolescent psychiatrists and child neurologists to provide
FDA with expertise on pediatric psychopharmacology. Also consider the creation of
an independent body to oversee and advise the FDA on post-marketing issues.
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• Pass legislation to increase the number of children’s mental health specialists
available to study and treat disorders such as childhood and adolescent depression,
including the ‘‘Child Healthcare Crisis Relief Act’’ sponsored by Senator Bingaman,
and the ‘‘Children’s Compassionate Care Act of 2005’’ S. 174 sponsored by Senators
DeWine, Dodd and Murray.
Conclusion

The AACAP and APA appreciate this opportunity to submit testimony on the
FDA’s approval process as it relates to pediatric antidepressants. Both organizations
are eager to work with Members of Congress to address the issues related to re-
search into childhood mental illnesses and the training, treatment and services
needed to assure that children with psychiatric disorders receive the appropriate
and effective intervention that they need and deserve.
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FROM THE PARENTSMEDGUIDE.ORG

Overview of treatment effectiveness and suicidality
The effectiveness of treatment was demonstrated recently in a definitive study

supported by the National Institute of Mental Health (NIMH). The Treatment of
Adolescents with Depression Study (TADS) (March, J et al) showed that a combina-
tion of fluoxetine (Prozac) and cognitive behavior therapy (CBT) led to significant
clinical improvement in 71 percent of moderately to severely depressed adolescent
patients. Improvement rates for other treatment groups in the study were 61 per-
cent for fluoxetine alone, 43 percent for CBT alone, and 35 percent for placebo. This
finding replicated two previous positive studies in pediatric populations (Emselie
GJ, Rush, et al), (Emslie GJ, Heilgenstein JH, et al).

A key finding of the TADS concerned the positive impact of treatment on suicidal
thoughts and behaviors, or ‘‘suicidality,’’ in depressed youngsters. Suicidal ideation
is a key symptom of major depression. It is typically present before the start of
antidepressant treatment and is one of the major symptoms targeted for treatment.
Since mood disturbances often are among the last symptoms to remit in treatment,
and because antidepressant medications typically require several weeks to exert a
clinical effect, the initial changes in brain functioning brought about by treatment
are often not adequate to suppress suicidal thoughts. In the event that worsening
might occur, the physician, in collaboration with the child’s parents or other family
members, must appreciate the importance of intensively monitoring a pediatric pa-
tient to assure patient safety during the early stage of treatment. In some instances,
hospitalization may be necessary, although the vast majority of patients respond to
outpatient treatment.

Against this backdrop, it is noteworthy that in the TADS, 29 percent of the de-
pressed young patients reported having clinically significant suicidal thoughts at
baseline. At week 12, the number of youth reporting any suicidal ideation had de-
clined to 10 percent. Because youngsters who were most suicidal were excluded from
the TADS sample, the proportion reporting suicidal thoughts when the study began
was substantially lower than rates of suicidal ideation found in the community sam-
ples cited above (reference #3) of youth with major depressive disorder.

Without appropriate treatment, the consequences of depression are extremely se-
rious. Four of ten youth will have a second episode of depression within 2 years.
(Lewinsohn PM, et al.) They are also at increased risk for substance abuse, eating
disorders, and adolescent pregnancy. (Kessler PC, et al.) Research indicates that
over half of depressed youth will eventually attempt suicide, and an estimated 2–
to 5 percent will die by suicide in the 10 to 20 years following an initial episode.
(Fombonne et al).
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What prompted the FDA warning in September of 2004?
In 2004, the FDA reviewed 23 clinical trials involving more than 4,300 child and

adolescent patients who received any of nine different antidepressant medications.
(Hammond). No suicides occurred in any of these studies. Most of the studies that
the FDA examined used two measures to assess suicidal thinking and behavior.

(1) All used ‘‘Adverse Event Reports,’’ which are reports made by the research cli-
nician if a patient (or their parent) spontaneously shares thoughts about suicide or
describes potentially dangerous behavior. The FDA found that such ‘‘adverse events’’
were reported by approximately 4 percent of all children and adolescents taking
medication compared with 2 percent of those taking a placebo. One of the problems
with using this approach to measuring suicidal thinking is that most teenagers do
not talk about their suicidal thoughts unless they are asked in which case no report
is filed. (Gould MS, et al.)

(2) In 17 of the 23 studies a second measure was also available. These were stand-
ardized forms asking about suicidal thoughts and behaviors completed for each child
or teen at each visit. In the views of many experts these measures are more reliable
than event reports. The FDA’s analysis of the data from these 17 studies found that
medication neither increased suicidality that had been present before treatment, nor
did it induce new suicidality in those who were not thinking about suicide at the
start of the study. In fact, on these measures, all studies combined showed a slight
reduction in suicidality over the course of treatment. Although the FDA reported
both sets of findings, they did not comment on the contradiction between them.

Hence, the 2 percent and 4 percent spontaneous report rates need to be under-
stood in the context of findings from community samples cited previously in which
as many as half or more of teenagers with major depression are thinking about sui-
cide at the time of diagnosis and some 16 percent to 35 percent have made a pre-
vious suicide attempt.

Although only nine medications were re-examined in the analysis, the FDA ap-
plied the labeling changes to all antidepressant medications. This was done on the
basis of the advisory committee’s perception that currently available data are inad-
equate to exclude any single medication from being potentially associated with the
same increased risk for spontaneous reports of suicidal thinking and/or behavior
found in the 23 studies.
Suicidality in adolescence

Suicidal ideation and suicide attempts are common in adolescence and do not
have the same prognostic significance for completed suicide as those behaviors in
later life.

The Federal Centers for Disease Prevention and Control, or CDC, reports that 17
percent of adolescents think about suicide in a given year. (www.cdc.gov) Among
high school students, 12 percent of girls and 5 percent of boys attempt suicide in
a given year. Ultimately, 2 per 100,000 girls and 12 per 100,000 boys die as a result
of such attempts—a ratio of attempts to completed suicide that is 6,000 to 1 among
girls and 400 to 1 among boys. In the U.S., this translates into approximately 2000
young people who die each year as a result of suicide.

Fortunately, the overall rate of suicide in the 10–19 year age range has declined
by 25 percent over the past decade. Since this decade has been associated with a
dramatic increase in the prescription rates of the newer SSRI antidepressants, a re-
cent study has demonstrated that a 1 percent increase in prescription of
antidepressant medication was associated with a 0.23 per 100,000 decrease in ado-
lescent suicides (Olfson, M. et al.)

It is important to consider clinical trial data in the context of these population-
based data. In its review of 23 clinical trials involving child and adolescent subjects
who received any of nine different antidepressant medications, the FDA combined
the rates for suicidal thoughts and suicide attempts under the general term
‘‘suicidality.’’ This has fostered a public impression that there is a high rate of sui-
cide attempts or even completed suicides in children and adolescents that can be
attributed to taking antidepressant medication; in fact, suicidal thoughts and ac-
tions decline with medication and psychotherapy treatments, and there were no
completed suicides in the studies reviewed by FDA. Suicidal thoughts or attempts
do not equal suicides.

Every suicide is a personal tragedy that may be linked to inadequate treatment
monitoring or severe adverse side-effects of a medication. Yet the rise in overall pop-
ulation treatment rates with antidepressant medication has not been associated
with a rise in completed suicides in the larger population—in fact, there has been
a substantial decrease in completed suicides over the past decade. Likewise, the
higher spontaneous reports of suicidal ideation and attempts (referred to by the
FDA as ‘‘adverse events’’) in children on antidepressants compared with placebo, has
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not been correlated with systematic assessments of suicidal ideation or attempts in-
creasing with these medications. Research is needed to determine how the relatively
low rate of spontaneous reports of adverse events is related to the much higher sys-
tematically assessed rates of suicidal ideation and attempts, and which more clearly
indicate a risk for completed suicide.

In an illness where unwanted and spontaneous suicidal thoughts are integral
symptom components, treatment that increases communication about these symp-
toms can lead to more appropriate monitoring and decreased risk for the adverse
event of greatest concern—i.e. completed suicide.
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The CHAIRMAN. Dr. Scott Gottlieb.
Dr. GOTTLIEB. Mr. Chairman, thank you for the invitation to ap-

pear before the committee. Today, I want to tell you why I believe
the FDA’s mission is becoming increasingly complex, but with this
complexity has also come many new opportunities to improve medi-
cine, and I want to tell you why I believe that, as the sophistication
of FDA’s mission continues to increase, so must the tools it uses
for accomplishing its work, especially when it comes to drug safety.

To acquire these tools, FDA will need new resources that allow
it to make better uses of advances and information tools for mon-
itoring the safety of approved drugs. The good news is that FDA
is doing some of these things right now, albeit in small pilot pro-
grams. The bad news is, I believe our current political discussion
seems to ignore these opportunities in lieu of some more visible
changes. These visible changes will have far less positive impact on
drug safety and will limit the access to medicines. They will make
drugs more expensive and less likely to reach patients who need
them.

Mr. Chairman, we are living in a remarkable time of scientific
progress. When I was at the Food and Drug Administration, the
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Centers for Medicare and Medicaid Services, a lot of my time was
spent looking at the policies these agencies followed in the evalua-
tion of new medical technologies.

When you look at the technologies that have become available
even over a short period of time, it becomes immediately clear that
the improvements in health care follow a step-wise progression.
The introduction of new medical technologies, the realization of
better ways of practicing medicine or of avoiding illness, all leads
to small improvements in medical care that, over time and aggre-
gated together, give us major improvements in health.

You can see this, for example, in the strengthening of our under-
standing of how the immune system works and the advent of our
ability to manipulate it in order to produce drugs that can replicate
our own immune processes, like monoclonal antibodies.

Or even more recently, you see it in our improved understanding
of the genetic basis of disease. Already, if you look at the early
drug pipeline being submitted to FDA, the investigational new
drug applications, you see many drugs that were derived in part
or entirely through techniques of genomics and proteonomics.

All of these new medical products are the result of advances in
our science of biology. Past medical products have taken decades or
even centuries to be made manifest on the heels of the scientific
discoveries that enabled them. Today’s FDA is already seeing the
early applications of dozens of drugs derived wholly or in large part
from science developed just several decades ago.

This acceleration in time between the development of science and
the creation of products that capitalize on it is giving us an awful
lot of new opportunity to find fundamentally better ways of treat-
ing disease, but it also presents the government agencies that
evaluate new medical technology with a lot of challenges, especially
the FDA.

More and more of the products the FDA is seeing are very novel,
and as such, the agency has no reference point. So in more and
more cases, regulators are embarking on new ground each time
they pick up a new application.

In the old days, drugs worked through fairly similar mecha-
nisms. Now the same review division, let us take the Cancer Divi-
sion, can simultaneously be reviewing a monoclonal antibody, a
antisense drug, a molecule targeted to a kinase receptor, a
radiolabeled antibody, a cancer vaccine, and a traditional cytotoxic
cancer agent, all on the same day. In fact, I remember talking to
the head of the Division on just such a day.

On top of all this, the FDA has more factories to inspect, more
patients using more of these medicines more quickly after they are
first approved, and more potentially dangerous imports seeping
through our borders.

I believe the scientific challenges posed by new medical products
will continue to mount, but I also believe this is good news because
novel drugs invariably give us novel ways to fight old disease and
many of today’s medicines are simply far safer and far more effec-
tive than those that came before.

But as the science gets more intricate and more advanced, our
tools for evaluating it also need to get more creative. This is espe-
cially true when it comes to how we evaluate drug safety. Under-
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standing the full scope of any drug’s side effects is the challenge,
especially understanding them early.

Every clinician who prescribes medicines has seen adverse drug
reactions, the unintended and harmful effects of drugs. Human bi-
ology, after all, is conservative, meaning our bodies reuse a fairly
small set of very similar molecular processes to get all our jobs
done. It follows, then, that any drug that is active in blocking some
molecular process in order to have its desired effect will also block
the same molecular process in another part of the body, parts that
could lead to unwanted side effects. So there is no such thing as
a completely safe drug.

The FDA’s job is not to guarantee 100 percent safety. It is to ap-
prove medicines with an appropriate risk-benefit ratio by removing
unreasonably unsafe drugs when necessary. The baseline isn’t the
perfectly safe drug, but the drug with benefits that outweigh rea-
sonable risks. This is how we maximize public health benefits of
new medical products.

Patients are rightly angry about recent events because they want
safety questions to be uncovered and resolved much sooner. They
don’t want to have to wait many years. The good news is there are
better ways to achieve the environment of improved drug safety we
all desire without sacrificing the scientific progress we all embrace.

In particular, information technology properly deployed will en-
able FDA to pursue fundamentally better ways to monitor the safe-
ty and effectiveness of new medical products after they are made
available in the marketplace. These are things the FDA is already
doing a little, but needs to be doing much more.

Right now, when it comes to drug safety, the FDA relies on oth-
ers to undertake the time and cost of monitoring. This passive re-
porting system leaves FDA dependent on busy doctors to fill out
lengthy reports.

So far, fixes to our system for monitoring drug safety have all fo-
cused on making this antiquated system work a little faster by
adding only a veneer of sophisticated information tools. As a result,
information is made available to FDA slowly and takes even longer
to analyze by the agency’s trained personnel.

FDA needs systems that allow it to collect more information
about a drug’s use in the real world, and in some cases, real-time
clinical practice, and to use this information more effectively. This
requires two simultaneous efforts: First, tools for detecting and col-
lecting more safety information more quickly at the point of care
in order to detect potential problems earlier; and second, resources
for making better, more frequent use of practical clinical data
culled from real-world use of drugs in order to conduct more precise
and faster follow-up studies on the potential safety problems.

In conclusion, Mr. Chairman, FDA has already taken some steps
to try and create more active and proactive surveillance tools. With
improved resources for conducting this kind of surveillance as well
as resources for conducting large, simple safety studies in collabo-
ration with product developers and health care networks on newly-
approved products, FDA can improve its safety monitoring without
burdening the approval process. Thank you.

The CHAIRMAN. Thank you.
[The prepared statement of Dr. Gottlieb follows:]
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PREPARED STATEMENT OF SCOTT GOTTLIEB, M.D.

Mr. Chairman, thank you for the invitation to appear before the committee. Today
I want to tell you why I believe the FDA’s mission is becoming increasingly complex.
But with this complexity has also come many new opportunities to improve medi-
cine. And I want to tell you why I believe that, as the sophistication of FDA’s mis-
sion continues to increase, so must the tools it uses for accomplishing its work. Es-
pecially when it comes to drug safety.

To acquire these tools, FDA will need new resources that allow it to make better
use of advances in information tools for monitoring the safety of approved drugs.

The good news is that FDA is doing some of the right things right now, albeit
in small pilot programs. The bad news is I believe our current political discussion
seems to ignore these opportunities in lieu of some more visible changes. These visi-
ble changes will have far less positive impact on drug safety, and will limit access
to medicines. They will make drugs more expensive and less likely to reach patients
who need them.

Mr. Chairman, we are living in a remarkable time of scientific progress. When
I was at the Food and Drug Administration and the Centers for Medicare and Med-
icaid Services, a lot of my time was spent looking at the policies these agencies fol-
lowed in the evaluation of new medical technologies.

When you look at the technologies that have become available, even over a short
time, it becomes immediately clear that improvements in healthcare follow a
stepwise progression. The introduction of new medical technologies, the realization
of better ways of practicing medicine or of avoiding illness, all leads to small im-
provements in medical care that over time, and aggregated together, give us major
improvements in health.

You can see this, for example, in the strengthening of our understanding of how
the immune system works and the advent of our ability to manipulate it in order
to produce drugs that can replicate our own immune processes such as monoclonal
antibodies.

You see it when you look at the mortality statistics around breast cancer, were
successive product introductions from Taxols to Aromotase Inhibitors to drugs like
Herceptin, each had a small impact that over time and taken together, led to signifi-
cantly better odds of surviving the disease.

Or even more recently, you see it in our improved understanding of the genetic
basis of disease. Already, if you look at the early drug pipeline being submitted to
FDA—the investigational new drug applications—you see many drugs that were de-
rived in part or entirely through techniques of genomics and proteomics, the latter
of which is the science of how genes make proteins to carry out all of our complex
human processes.

All of these new medical products are the result of advances in our science of biol-
ogy. Past medical products have taken decades and even centuries to be made mani-
fest on the heels of the scientific discoveries that enabled them. Today’s FDA is al-
ready seeing in early applications dozens of drugs derived wholly or in large part
from science developed just several years ago.

This acceleration in time between the development of a science and the creation
of products that capitalize on it is giving us an awful lot of new opportunity—to find
fundamentally better ways to treat disease. But it also presents the government
agencies that evaluate new medical technology with a lot of challenges, especially
the FDA.

More and more of the products the FDA is seeing are very novel, and, as such,
the agency has no reference point. So in more and more cases regulators are em-
barking on new ground each time they pick up a new application.

In the old days, drugs worked through fairly similar mechanisms. Now the same
review division—lets take the cancer division—can simultaneously be reviewing a
monoclonal antibody, an antisense drug, a molecule targeted to a kinase receptor,
a radiolabeled antibody, a cancer vaccine, and a traditional cytotoxic cancer agent,
the kind of drug that killed everything a little but hopefully killed the cancer cells
a little more.

In fact, I remember talking to the head of the cancer division on just such a day.
On top of all this, the FDA has more factories to inspect, more patients using more
of these medicines more quickly after they are first approved, and more potentially
dangerous imports seeping through our borders.

I believe the scientific challenges posed by new medical products will continue to
mount, but I also believe that this is good news, because novel drugs invariably give
us novel ways to fight old disease. And many of today’s medicines are simply far
safer and far more effective than those that came before.
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But as the science gets more intricate, more advanced, our tools for evaluating
it need to get more creative as well. This is especially true when it comes to how
we evaluate the safety of new drugs.

Understanding the full scope of any drugs side effects is the challenge, especially
understanding them early.

Every clinician who prescribes medicines has seen adverse drug reactions—the
unintended and harmful effects of drugs. Human biology, after all, is conservative,
meaning our bodies reuse a fairly small set of very similar molecular processes to
get all of their jobs done. It follows that any drug that is active in blocking some
molecular process in order to have its desired effect, will also block the same molec-
ular processes in other parts of the body, parts that could lead to an unwanted side
effect. So there is no such thing as a safe drug.

The FDA’s job is not to guarantee 100 percent safety. It’s to approve medicines
with an appropriate risk-benefit ratio and remove unreasonably unsafe drugs when
necessary. The baseline isn’t the perfectly safe drug, but the drug with benefits that
outweigh reasonable risks. Congress has given a lot of thought to the laws that set
out these parameters, amending the FDA’s statute more than a hundred times. The
system that our resulting law contemplates always took measure of the simple sci-
entific truth that there’s no such thing as a completely safe drug. What have
changed today are not the safety of medicines but the acrimony of our public discus-
sion of these things.

Today, the data that medical reviewers at FDA receive in conjunction with the
approval process for new products are from highly structured clinical trials, carried
out on homogenous populations of patients that are carefully screened and pre-se-
lected and then given new drugs under special protocols. There is little chance such
trials will ever provide a complete review of how a new treatment will perform when
it is used in a much broader variety of patients in real world clinical settings. 1

Recent proposals to lengthen clinical trials, or require them to include more pa-
tients, will add to their cost and hence the cost of drug development and eventually
the list price of new drugs. It will limit access to new medicines. But it will not as-
suage today’s safety concerns, and it will never unearth the kind of rare side effects
that were eventually revealed with Vioxx, or even yesterday in the case of multiple
Sclerosis drug Tysabri.

Patients are rightly angry about these events because they want safety questions
to be uncovered and resolved much sooner. They don’t want to have to wait many
years.

The good news is that there are better ways to achieve the environment of im-
proved drug safety we all desire, while not sacrificing on the scientific progress we
all embrace. In particular, information technology, properly deployed, will enable
FDA to pursue fundamentally better ways to monitor the safety and effectiveness
of new medical products after they are made available on the marketplace.

These are things the FDA is already doing a little of, but needs to be doing much
more.

Right now, when it comes to drug safety, the FDA relies on others to undertake
the time and cost of monitoring by sending news of potential problems to the agen-
cy. This passive reporting system leaves FDA dependent upon busy doctors to fill
out lengthy drug safety reports that are used by the agency to identify and track
potential drug side effects.

Taken together, this passive reporting process is slow and expensive, and of
course, woefully incomplete. Most of the reports FDA ends up receiving are actually
delivered not by doctors, but by drug makers, who hear about side effects from phy-
sicians, often while on sales calls.

So far, fixes to our system for monitoring drug safety have all focused on making
this antiquated system work a little faster, by adding only a veneer of sophisticated
information tools. For example, more of the forms that doctors and manufacturers
complete are now fully electronic. But doctors still have to take proactive steps to
enter the information by hand and evaluated by time-consuming, human interven-
tion.

As a result, information is made available to FDA slowly, and takes even longer
to analyze by the agency’s trained personnel. Very subtle side effects, especially
medical problems that occur naturally in a large population can take years to recog-
nize and fully understand.

FDA needs systems that allow it to collect more information about a drug’s use
in real world, and in some cases real time clinical practice, and to use this informa-
tion more effectively. This requires two simultaneous efforts:
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First, tools for detecting and collecting more safety information more quickly at
the point of care in order to detect potential problems earlier.

Second, resources for making better and more frequent use of practical clinical
data pulled from real-world use of drugs in order to conduct more precise and faster
follow-up studies of potential safety problems.

Both efforts require FDA to have better tools for collecting health information
electronically and then using information tools to be able to access and manipulate
this information.

As electronic medical records and other IT systems gain wider adoption in
healthcare, these kinds of opportunities will be more easily accessible. It behooves
us to implement drug safety reforms that envision and accommodate these opportu-
nities, rather than implement more expedient but fleeting fixes to our current—inef-
ficient monitoring system that are predicated on an old way of doing things.

Consider this scenario: A new drug is launched that has a certain rare toxicity
to the liver. A real-time surveillance network might eventually be able to detect sub-
tle elevations in the liver enzyme tests of patients who were started on the drug
and also happened to have blood work drawn around the same time. If enough of
these signals were detected, it might alert FDA that there is a potential liver prob-
lem, and allow the agency to intervene before a patient experiences more permanent
harm.

Under our current system, such a side effect might go unnoticed until a few pa-
tients developed severe liver failure. Even then, it might have been hard to link the
problem to the medicine without taking months to go back and review the medical
record of many thousand of patients who were started on the same medicine.

While more widespread use of these systems requires greater adoption of elec-
tronic medical records, there is already a critical mass of these systems. A lot that
can be gained by conducting real-time surveillance on the existing IT infrastructure
inside many large healthcare networks and academic centers.

FDA has already struck collaborations with some of these networks, including the
Veterans Administration hospitals and Columbia Presbyterian Hospital in New
York. Expanding these efforts will require additional funding.

The second step is developing more proactive determination tools to complement
better detection systems. These are information and analytical capabilities for evalu-
ating potential safety signals and for establishing a causal link between a drug and
a suspected side effect.

Efforts to make better use of electronic healthcare information to more easily con-
duct practical studies, for example, are already well underway inside FDA and need
to be dramatically expanded on if our safety infrastructure is going to keep pace
with the expanding scope of our scientific opportunities in medicine.

In conclusion, Mr. Chairman, FDA has already taken some steps to try and create
more active and proactive surveillance tools. With improved resources for conducting
this kind of surveillance, as well as resources for conducting large simple safety
studies in collaboration with product developers and healthcare networks on newly
approved products, FDA can improve its safety-monitoring program without burden-
ing the approval process.

With all the advances recently made in the science behind discovery of new drugs,
there is little reason we should not be investing commensurate resources in bringing
21st century science to the task of ensuring their safety.

The CHAIRMAN. Our next witness actually got trapped by the
storm in Connecticut and will be testifying by way of teleconfer-
encing, and that is Ms. Abbey Meyers. Ms. Meyers.

Ms. MEYERS. [By telephone.] Thank you, Mr. Chairman. I really
appreciate the technology that the staff has used to allow me to
testify, even though we are under about a foot of snow.

FDA has a formidable task. It regulates products that amount to
25 cents out of every dollar that the American consumer spends
each year. And the recent crises about the withdrawals of the COX-
2 inhibitors and childhood anti-depressants have shaken the
public’s trust.

Before 1997, only drugs for serious and life-threatening diseases
were rushed through the approval process in 6 months. FDA calls
this fast track or expedited approval or priority reviews. The re-
mainder of the drugs, standard drugs, were reviewed within 1 year,
and that process seemed to work very well.
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FDA has two constituencies that it has to satisfy. First is basi-
cally healthy people who have temporary and usually benign health
problems, like the common cold, or people with chronic diseases
like arthritis that are not life-threatening. Those people are usually
unwilling to take major medical risks.

Now, the people with very serious diseases are often willing to
take more risks, such as cancer patients who very often have to
take very toxic drugs. The point, though, is that they are given re-
alistic information about those side effects and the risks and they
make their choice based on the education from their doctor about
what the risks are.

Clinical trials are fine when a company is studying drugs. It usu-
ally involves a very closely designed patient population that may
not reflect the real world. But once a drug gets on the market, it
is used by people who have other diagnoses and people who take
other drugs and they can suffer unanticipated adverse reactions be-
cause they didn’t show up in the clinical trials.

There should be more of an effort to require companies to do
trials on more realistically diverse populations in order to minimize
the surprise adverse events after a drug reaches the market.

Consumers want, and Senator Kennedy has been advocating for
us since the late 1970s, and that is we need understandable medi-
cation leaflets with every prescription written in understandable
language. We don’t see, and we couldn’t read it even if we could
see, the labeling on drugs that is written in medical language. Peo-
ple, if they have this information, they gladly make their own risk-
benefit decision.

FDA should have the authority to require labeling changes just
as soon as they see new side effects that warrant it. Right now,
they have to negotiate the changes and this can take months or
even years, as we have just heard. They should be able to change
labels immediately because doctors don’t have the information and
they continue to prescribe these drugs to the wrong types of pa-
tients.

We also need a permanent FDA Commissioner as soon as pos-
sible because no one really knows where the buck stops at FDA
until that is done.

Appropriations for FDA have never been a Congressional prior-
ity. It is funded by the agriculture committees, not the health com-
mittees. So when Congress doubled the NIH budget a few years
ago, it should have realized that if the NIH is successful, more in-
novative treatments are going to come through the FDA and that
FDA would need more resources. Instead, FDA’s increases in ap-
propriations have not kept track with inflation.

FDA’s performance since the PDUFA amendments in 1997 is
measured by its speed in reviewing new drugs and not on the sci-
entific quality of its work. User fees cannot be spent on anything
other than new drug reviews. We believe that they should be able
to use PDUFA funds for other things in reaction to health emer-
gence, especially. The agency is grossly underfunded.

Enforcement authority is lacking at the agency and it can’t set
reasonable penalties. For example, the agency has the right to re-
quire drugs that are approved on the six-month priority review to
have Phase 4 studies after the drug is marketed, and a lot of the
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companies simply ignore that requirement and never do the Phase
4 studies. The only enforcement authority FDA has for Phase 4
studies is to take the drug off the market, and that would make
the patient suffer much more than anybody else. So instead, they
do nothing and they need a way to set realistic penalties.

Direct-to-consumer advertising, companies can print and broad-
cast inaccurate, misleading ads for weeks or months before the
FDA reviews them, and by that time, the damage is done and mil-
lions of people have been influenced. This has to be changed. They
should approve the ads before they broadcast or print it.

On safety surveillance, the Drug Safety Monitoring Board that
has been proposed, we believe it should truly be independent and
not composed only of government employees. And if you look at the
President’s proposed budget for 2006, it calls for a reduction of fac-
tory inspections. Those factory inspections are really what caused
the flu vaccine catastrophe, so this should be remedied.

On transparency, the public is really demanding greater trans-
parency. FDA is excessively secretive. They say they can’t post to
the public because everything is a trade secret. We really need to
have a way to get consumers’ questions answered at the FDA.

In summary, FDA is the most important public health agency in
our Nation. It must be placed high on Congress’s priority list. It
must have greater enforcement authority and it must be given
more resources to protect the public from future catastrophes.

Thank you, Mr. Chairman.
The CHAIRMAN. Thank you.
[The prepared statement of Ms. Meyers follows:]

PREPARED STATEMENT OF ABBEY S. MEYERS

Mr. Chairman, members of the committee, thank you for inviting me to testify
today about the Food and Drug Administration’s (FDA) approval process, drug safe-
ty and the concerns of patients. I would like to offer possible solutions to the grow-
ing controversy about the safety of medical products that are regulated by the FDA.

The National Organization for Rare Disorders (NORD) is a non-profit voluntary
health agency dedicated to the identification, treatment and cure of rare diseases
through programs of education, research, advocacy and services to patients and fam-
ilies. Because most patients with rare diseases have no or few treatment options,
our primary goal is to encourage research and development of new ‘‘orphan’’ drugs
and biologics and ‘‘humanitarian use devices’’ (HUD).

We are grateful to Congress, through the Orphan Drug Act and annual appropria-
tions, for its support of those living with rare diseases. Today, there are 266 FDA-
approved orphan drugs on the US market; and the National Institutes of Health
(NIH) and the FDA are doing more to help us each year. However, there are more
than 6,000 known rare diseases, so there is still much to be done.

The FDA is the Nation’s watchdog for pharmaceuticals, biologics, medical devices,
veterinary medicines, foods and cosmetics. These products account for about one-
quarter of every dollar the American consumer spends each year. Yet, the FDA is
given meager Federal resources to ensure that these products are safe and effective.

Recent health crises arising from FDA regulated products threaten to weaken the
public’s trust in the Agency. Some of these drug safety issues include:

• Cox-2 inhibitors, used to ease the pain of arthritis, have been found to cause
increased rates of heart attack and stroke;

• Most antidepressants have inadequate proof of safety and efficacy in children,
but they are commonly prescribed for this population even though most are not ap-
proved for use in children;

• The influenza vaccine shortage can be traced to a factory in great Britain that
failed FDA inspection;

• Estrogen, taken by millions of women, has been found to cause increased rates
of heart attacks and stroke; and,
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• In late February, the FDA issued a warning that two new drugs for psoriasis,
which are being widely used off-label on a chronic basis, have been associated with
cancer and serious autoimmune diseases.

These problems follow other drug withdrawals in recent years that killed or en-
dangered our citizens, such as Fen-Phen diet pills, the cholesterol drug Baycol, and
the diabetes drug Rezulin.

The public is now asking some important questions. Could the FDA review proc-
ess have discovered or anticipated these problems before the products were mar-
keted? Once these drugs were on the market, could the FDA have acted to protect
the public sooner in any of these or similar cases?

A key source of misjudgments by the FDA is a relative imbalance in the time al-
lotted to review drugs for serious- and life-threatening diseases versus less vital
pharmaceuticals. This has been aggravated by the user fee system and is com-
plicated by the two different patient constituencies that the agency serves.

First, most of the public are generally healthy and require medicines for tem-
porary and benign illnesses such as the common cold. They usually do not want to
be exposed to risks. They want the FDA to ensure their treatments will be near to
absolutely safe and reasonably effective.

The second segment of FDA’s constituency is people with serious or chronic dis-
eases such as rare diseases and cancer. These individuals want new treatments as
quickly as possible and are often willing to bear substantial risks in exchange for
possible efficacy. For example, cancer drugs are often known to be very toxic, but
a person who may lose his or her life to cancer is usually willing to take highly toxic
chemotherapy drugs and suffer horrendous side effects in exchange for a hope of re-
covery.

These disparate groups bring tremendous political pressure to bear on the Agency.
On the one hand, the FDA is pressured to approve drugs quickly for very sick peo-
ple, when the drugs have minimal scientific evidence. On the other hand, the Agen-
cy is compelled to review drugs with more deliberation to avoid risks for healthy
people.

Unfortunately, most consumers do not know enough or have sufficient skill to per-
form sophisticated risk/benefit analyses applicable to their own situation. What ap-
pears on the official FDA approved ‘‘labeling’’ for a drug is rarely helpful. It is writ-
ten in medical terminology and printed in tiny fonts. It is very difficult for patients
to get accurate information that is readable and understandable without medical
training.

Instead, on a day-to-day, drug-by-drug basis, patients must rely on their physi-
cians to interpret whether a particular product is safe and efficacious for their par-
ticular circumstance. And both patients and physicians must rely on the FDA to
weigh risks versus benefits, and to ensure that the marketed drugs are not unsafe
or ineffective.

Another tension arises from the way that clinical trials are constructed in order
to comply with the scientific method. In a perfect world, a clinical trial would be
one in which all patients were completely identical in every regard, except who re-
ceived the study drug and who got placebo. The double-blind, placebo controlled
study does, in fact, bring us closest to knowing whether a drug is safe and effective.
What we often do not learn from clinical trials is the safety and effectiveness of a
medicine when used in the wider heterogeneous population for which it will ulti-
mately be prescribed. Clinical trials are never true mirrors of the real world.

Once a drug comes to market, people who take other medicines and have other
diagnoses will take the drug and they may suffer an unanticipated adverse reaction.
This means that labeling changes are often needed after a drug reaches the market,
but the FDA does not ‘‘tell’’ companies to add changes to their labels. They ‘‘nego-
tiate’’ the changes with manufacturers. Meanwhile, more patients may suffer ad-
verse events because doctors are unaware of the problems associated with that par-
ticular drug.

The FDA must be given the authority to require manufacturers to do things that
will enhance patient safety without delay, and they especially need the authority
to impose penalties if companies do not comply.

We see many other areas of concern, some of which represent serious problems.
Congress should examine and then rectify these items:
FDA Commissioner

The FDA has had a Commissioner for only 18 months out of the past 4 years.
This also means many of the top managerial positions at the FDA are vacant. This
sends a sad and dangerous message that the public health is not a high priority
to our government. Without a Presidentially-appointed, Senate-confirmed FDA Com-
missioner, no one knows where the buck stops.
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Appropriations
I have been dealing with the FDA for over 25 years and no matter who is in the

majority, funding for the Agency has never been a high priority to Congress. A
major problem is that the Agency is not funded through any of the health-related
appropriations committees. Rather, it is funded, for historical reasons, by the agri-
culture appropriations committees. There, FDA’s funding must compete against fish
farms, diseases of peach trees, and the tobacco subsidy. One father told me that the
government spends more money researching the diseases of shrimp than the rare
disease that is killing his two sons.

Furthermore, when Congress so generously doubled the NIH budget, no one
seems to realize that the ultimate success of NIH research is the development of
more treatments and cures (NIH Roadmap). So for every dollar Congress appro-
priated to the NIH, they should have increased the budget of the FDA. Instead, the
FDA has suffered from meager funding increases and a higher reliance on user fees.
Measures of Success

Under the Prescription Drug User Fee Act (PDUFA), the FDA’s performance is
measured by its speed in reviewing new drugs, not on the scientific quality of its
reviews. The Agency is not allowed to spend user fee revenues on anything other
than new drug reviews, so it does not have enough funding for post-marketing sur-
veillance of marketed drugs, nor to monitor pharmaceutical advertising.
Enforcement Authority

The FDA does not have adequate enforcement authority, and it cannot set reason-
able penalties if companies violate regulations. For example, the FDA sometimes re-
quires companies to conduct Phase 4 studies after a drug is on the market, the stat-
utory penalty for non-compliance being the removal of a drug from the market. This
would punish patients as much or more than it would a company. So the FDA con-
tinues to require Phase 4 studies, and the companies continue to ignore the Agen-
cy’s directives.
Direct-to-Consumer Advertising (DTCA)

If the FDA sees a misleading television ad about a drug, it can require the ad
to be pulled off the air. Unfortunately, the rules regulating DTCA for prescription
drugs allow companies to print or broadcast their advertisements before the FDA
review and approve them. So the harm is already done and millions of people have
been influenced by the misleading ad before it is pulled off the air. The Agency
needs adequate staff to monitor and review advertising BEFORE it is broadcast or
printed.

We suggest that companies might be given a ‘‘safe harbor’’ if the FDA approves
their advertisement before it is disseminated. Otherwise, they should suffer high
civil monetary penalties if they circulate an ad that is misleading or inaccurate
without FDA’s pre-approval.
Safety Monitoring and Surveillance

In response to sharp criticism, the FDA recently announced the creation of an
‘‘independent’’ drug safety monitoring board made up of government employees.
Rather, we believe it should be composed of medical and scientific experts from out-
side the Federal Government, and it should report directly to the Commissioner’s
Office, with FDA employees serving in an advisory capacity only. Consumers should
also be well represented. Again, if the perception among consumers is that the
Agency is beholden only to industry, it stands to reason that any decision coming
out of this new safety monitoring board—composed of government employees only—
would be considered suspect.

The post-marketing surveillance system currently in use is seriously flawed and
needs to be reworked at every stage of the process. The current system relies on
voluntary adverse event reports from doctors and hospitals, but it is generally
agreed that only a fraction of the AE reports are ever reported. Again, the FDA has
been mandated by Congress to monitor the AE database to detect any serious pat-
terns, but funds were never appropriated for that purpose.

Given the authority to extract monetary penalties from industry when there are
egregious violations of the law, the FDA could use those funds for post-marketing
surveillance safety studies as well as DTCA monitoring.
Priority Reviews

Since user fees were instituted at the FDA, the Agency has placed undue empha-
sis on drugs that are not medically important. Beginning in the 1980s, through the
first half of the 90s, priority reviews were given only to treatments for serious and
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life-threatening diseases (applications were reviewed within 6 months, and some-
times faster). Standard reviews, averaging 1 year, were given to all other drugs.

Many consumer groups believe that expedited approvals should be reserved solely
for serious- and life-threatening diseases. Drugs for non-life-threatening diseases
and disorders should not be given fast reviews when there are many alternative
treatment options available. As I mentioned earlier, the majority of consumers do
not want to be exposed to serious risks in exchange for a temporary symptomatic
benefit.
Transparency

The FDA is probably one of the most secretive government agencies that any con-
sumer will ever have to deal with. Virtually everything about a drug is considered
proprietary. Consequently, Agency officials will not talk with anyone about the drug
unless the manufacturer gives them permission to do so. Today, consumers are de-
manding greater transparency. This is our government and the FDA is here for us.
We should not have to write Freedom of Information letters to find out why there
is a shortage of a medicine, or how many other people taking a specific medicine
have suffered an adverse event. Doctors and patients need answers. The FDA’s se-
crecy is inexcusable.

The industry counters with the argument that ‘‘trade secrets’’ can not be dis-
closed, but because of this insistence on secrecy, consumers become increasingly sus-
pect that important facts that could affect their health are being purposely hidden.
Why were the studies showing that antidepressants were safe for children pub-
lished, while other studies of the same drugs showing that some children died, kept
secret?

There is the perception among many consumers that the FDA is beholden only
to the industry. True or not, the FDA decision-makers should be reminded that their
decisions affect lives. They should be reminded that they are not the Defense De-
partment with national security concerns. They should feel free to answer the con-
cerns of consumers readily and factually.
Summary

The FDA is a critically important public health agency that regulates products
consumed or used by every person in this country. Consequently, the Agency must
be high on the list of Congressional priorities. Public health catastrophes would be
less likely to occur if the Agency were substantially strengthened and had the full
support of key congressional committees.

The FDA needs greater enforcement capabilities, and a substantial increase in
funding to allow it to respond to public health emergencies. Its performance should
be measured not on speed, but scientific evidence and excellence.

If Congress gives the FDA the tools, the Agency will secure the public’s trust. For
all the talk about less government and smaller government, the FDA is one area
of government that the public wants more of, not less. People want assurances that
the food on their table will not make them sick. They want to be confident that the
medicines they take will enhance, not destroy, their health.

It is up to Congress to reinforce America’s trust in the FDA, which guards our
Nation from medical catastrophes. It is Congress’ responsibility to work with ALL
stakeholders to strike a balance between increased innovation and safety and effi-
cacy. Thank you.

The CHAIRMAN. Mr. Schultz, I thank you for your patience and
we look forward to your testimony.

Mr. SCHULTZ. Thank you, Mr. Chairman. I certainly appreciate
the opportunity to testify on the important issues concerning the
FDA’s drug approval process that you have decided to have the
hearing about today. I think it is useful to answer the question you
posed by separating the agency’s performance, first its performance
in reviewing new drug applications, and second, its performance in
monitoring drugs after they have been approved.

In terms of the review of new drug applications, whenever a drug
is withdrawn from the market, the question is inevitably raised,
did the FDA make a mistake, and, of course, that is an appropriate
question. But the principal point that I would like to make is that
the fact that a drug turns out to have serious safety problems does
not necessarily mean that the FDA made a mistake. This is be-
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cause of the necessary disparity between the number of people on
whom drugs are tested and the number of people on whom they are
ultimately used.

Typically, new drugs are studied in a population of about 3,000
people, and yet they may be ultimately used, as in the case of
Vioxx, on millions of people. The small studies that are used for the
basis of approval simply are not designed to detect rare adverse re-
actions, and I should say it is not realistic to increase the size of
these studies to be large enough to detect those reactions. This is
just something we have to live with in the drug approval process.
And yet, these rare reactions become very significant when the en-
tire population is potentially exposed to the drug.

The studies done before approval also are not capable of detect-
ing relatively small increases of common adverse effects, such as
heart attacks and strokes. These are obviously very, very serious,
but because they are common, if you have even a 50 percent in-
crease, it simply will not be detected typically in the studies done
before drug approval.

Of course, it may be true that the FDA made mistakes with re-
spect to Vioxx or any of the other COX-2 inhibitors and it is appro-
priate to investigate the question. But at this time, I personally am
not aware of any evidence that FDA made a mistake in approving
those drugs.

We do know that new drugs have more risk than drugs that have
been on the market for a long period of time. This is because less
is known about them, but it is a fact of life and should inform us
on how drugs should be regulated after they have been approved,
and that is the issue that I would like to spend the remainder of
my time from my prepared statement.

My main message here is that there is work to be done, construc-
tive work to be done in terms of monitoring drugs after they have
been approved. Under the Prescription Drug User Fee Act, Con-
gress gave FDA additional resources and set goals for making deci-
sions on new drug applications. The FDA, I think, did a terrific job
doing exactly what Congress asked, but as it focused its attention
on new drug approvals, the postmarket program has languished,
and today, there is a tremendous opportunity to improve drug safe-
ty by focusing on the monitoring and regulation of drugs after they
enter the market.

I have got six specific proposals. I will go through them very
quickly. I wish I could say they were all original, but after hearing
the testimony of this panel and of the FDA, I am actually happy
to be able to say that I think there is broad agreement on many
of them and there is a real opportunity to make some progress.

First, the FDA needs to take a leadership role in educating pa-
tients about the inherent risks of drugs. I think Dr. Kweder said
that FDA maybe didn’t do a good enough job in the Vioxx case
about getting information to physicians once there were early indi-
cations about the risk of the drug. But the publicity of these drugs,
other COX-2 inhibitors, other drugs that we all know about, just
underline what everybody in this room knows, which is that there
are inherent risks to prescription drugs. Senator Hatch talked
about this in his opening statement. But my feeling is many pa-
tients, particularly those who don’t have serious disease, really
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don’t focus on this, and many doctors, as well, in prescribing drugs
that maybe don’t need to be prescribed, or that if they are new,
maybe shouldn’t be the first choice.

Second, FDA should consider limits on direct advertising to the
consumer of prescription drugs. Today, the drug industry spends
billions of dollars on this advertising and it is probably an impor-
tant factor in the vast number of sales of newly-approved drugs,
Vioxx, for example. This needs to be studied and limitations ought
to be considered. One possibility is to limit this advertising in the
first number of years the drug is on the market. Another is to re-
quire disclosure that in the case of new drugs there are going to
be unknown risks.

Third, Congress should increase the resources for postmarket ac-
tivities. The fiscal year 2006 budget for the Center for Drugs pro-
vides about $500 million—this is the administration’s request—
about $500 million for the drug approval process. About six percent
of that is allocated for postmarket activities. I think that is insuffi-
cient and I think a lot of the other witnesses have agreed.

My last three points are very important. They relate to the agen-
cy’s legal authority. As we know, before a drug is approved, the
burden is really on the company to show safety and efficacy. But
after it is approved, the dynamic really shifts and FDA ends up
having the burden of showing the problem.

And so my fourth suggestion is that the agency be given author-
ity to order changes in the drug label when there is new informa-
tion. The FDA finds new information about a drug like Vioxx, it
shouldn’t just have the option of withdrawing the drug from the
market or bringing a misbranding action. It ought to be able to
order that the label be changed, and, of course, the company ought
to be able to appeal that decision within the agency or in court or
discuss it with the agency.

Fifth, Congress should give FDA authority to require manufac-
turers to conduct postmarket studies. This is both after the time
of approval and after approval of new information comes forward.

And sixth and finally, Congress should consider giving FDA au-
thority to limit drug distribution, and in some cases, to actually di-
rect the doctors how to prescribe drugs.

Thank you very much for the opportunity to testify and I will be
happy to answer any questions.

The CHAIRMAN. Thank you very much.
[The prepared statement of Mr. Schultz follows:]

PREPARED STATEMENT OF WILLIAM B. SCHULTZ

I appreciate the opportunity to testify on the important issues concerning the
FDA’s drug approval process. I have worked in this area as a public interest attor-
ney, as a Congressional staffer, as an FDA official and now as an attorney in private
practice. I have listened to criticisms that the FDA is too slow in approving prescrip-
tion drugs and that it acts too quickly; that it approves too few drugs and that it
approves too many; that it is too strict in controlling advertising and that it is too
lax.

Today’s hearing concerns important questions about drug safety that affect all pa-
tients who use prescription drugs. The recent studies about the safety of Vioxx and
other COX-2 inhibitors have raised questions about whether the FDA is adequately
carrying out its responsibility to protect patients from unsafe drugs. Essentially, the
issues concern whether the FDA is doing a good job in: deciding whether to approve
drugs; identifying drug safety issues that appear after a drug is approved; and mon-
itoring drug advertising, particularly direct advertising to the consumer. Two other
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issues that I think should be added to this list are whether the FDA should devote
more attention and resources towards informing and guiding physicians about how
to use drugs; and informing the public about the safety of drugs. I now would like
to address each of these issues.

A. The Drug Approval Process
Chronologically, the first question is whether there are serious flaws in the eval-

uation of applications to market new drugs, and in particular whether drugs such
as Vioxx should have been approved in the first place. The same question could be
asked of drugs such as Baycol, the cholesterol-lowering drug that was withdrawn
after it caused more than 30 deaths and thousands of cases of severe muscle dis-
ease, and fenfluramine, one of the drugs that comprised the combination diet drug
known as ‘‘Phen-Fen,’’ which caused thousands of heart defects. The first point to
make is that just because a drug was withdrawn for safety reasons does not mean
that the FDA made a mistake in approving it. This is something that many patients
do not understand.

The reason that we sometimes find out about safety risks after the drug has been
marketed is explained by the necessary difference in the number of people on whom
new drugs are tested and the number of people who ultimately use those prescrip-
tion drugs. Typically, new drugs are studied in a population of about 3,000 people.
Such a study can detect drug-related injuries that occur at a rate of between one
in 500 and one in 1,000. Yet, if the drug is used by 200,000 people, a serious adverse
event appearing in as few as one in 10,000 people is very significant, since it would
occur 20 times. If the drug is used in 2 million patients, which is not uncommon,
these serious, adverse events would occur 200 times. For this reason, rare adverse
drug reactions often can be identified only after a drug has been widely used. Com-
mon adverse reactions, such as the increase in heart attacks and strokes observed
in the case of Vioxx, are even more difficult to detect during the clinical trials con-
ducted during drug development.

On the question of whether the information learned about drugs that have been
withdrawn over the last several years demonstrates that there are serious problems
with the FDA drug approval process, my answer is that the case has not been made.
Whenever a prescription drug causes death and serious injury, it is appropriate to
ask whether the drug should have been approved in the first place. And it is appro-
priate to investigate that question. My point is that based on what we know today,
I cannot identify any fundamental problems with the drug approval process at the
FDA.
B. Drug Safety After Approval

The important issue, in my view, is whether, with appropriate resources and regu-
latory authority, the FDA could do a better job in monitoring and regulating drugs
after they are approved. At the outset, it must be acknowledged that the FDA is
taking a number of steps to address the criticism of how drugs are evaluated after
they enter the market. The most significant initiative relates to how information
gathered by the agency’s Office of Drug Safety should be evaluated and how deci-
sions about the safety of marketed drugs should be made. At various times, it has
been suggested that a separate drug safety agency should be established or that at
least a separate drug safety center should be established within the FDA. This is
a very tricky problem. On the one hand, the drug reviewers will have the greatest
knowledge about the drug and the data reviewed in connection with its approval.
On the other hand, any system must guard against the tendency of any decision-
maker to defend his or her decisions. In other words, the charge that the reviewer
who approved the drug will have a tendency to defend that decision must be taken
seriously.

I do not believe that the best approach would be to completely separate the post-
market function from the new drug application approval function. But it is impor-
tant to elevate the post-market group in terms of resources and status and to create
a mechanism so that an official who did not make the decision to approve the drug
in the first place is charged with resolving disagreements. It seems to me that the
agency’s recent announcements about restructuring the decisionmaking on post-
market issues are a step in the right direction. I do not know whether they go far
enough. It is important that their implementation be closely monitored.

I am also aware that important steps are being taken to make studies of prescrip-
tion drugs publicly available and to allow a public airing of opposing view before
agency advisory committees.

I would now like to turn to other steps that should be considered to strengthen
the agency’s post-market program.
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1. The FDA Should Initiate Programs to Educate Patients about the Inherent Risks
of Drugs and It Should Consider Restrictions on Direct Advertising to Consum-
ers

a. Educating Patients about the Inherent Risks of Drugs
The publicity around Vioxx and the other COX-2 inhibitors has highlighted the

inherent risks of virtually all prescription drugs. In some cases, these risks are
known when the drugs are approved, but the FDA has made a determination that
the benefits of the drug (in terms of treating disease, for example) outweigh its
risks. Everyone is aware of severe risks of chemotherapy drugs used to treat cancer.
It has also been estimated that approximately 10–15,000 people die yearly from gas-
trointestinal complications caused by non-steriodal, anti-inflammatory pain medica-
tions (such as aspirin and the prescription alternatives to the COX-2 inhibitors).
Many prescription drugs have documented risks.

Other risks are not known, and in some cases the risks of a drug will never be
identified because they simply cannot be detected. The FDA should take a leader-
ship role in educating patients about the risks of drugs so that patients consider
these risks when deciding whether to take prescription drugs. In particular, the
FDA should take on the responsibility to remind physicians and patients about the
additional risks of newly approved drugs and it should advise caution in taking
drugs to which large numbers of patients have not yet been exposed.

b. Consider Limiting Direct Advertising to Consumers of Prescription Drugs
It is not uncommon for a drug to reach very high sales soon after entering the

market. Often new drugs (with their inherently greater risks) are unnecessarily pre-
scribed to patients. Until the mid-1990’s, drug companies were effectively prohibited
from advertising. Today the drug industry spends billions of dollars advertising di-
rectly to consumers, and it has been suggested that consumer advertising is an im-
portant factor in the increasing sales of prescription drugs, particularly new drugs
entering the market place. This needs to be studied and limitations on consumer
advertising should be considered.

One possibility is to ban consumer advertising for a period of time (one or two
years) after a drug has been approved, as additional data are collected on the drug’s
safety. Another alternative is to require more explicit and more prominent disclo-
sures about the safety of prescription drugs. In the case of new drugs, manufactur-
ers could be required to include a standard disclosure about the inherent risks of
new drugs.
2. The FDA Should Be Given the Resources and Authority to Establish an Effective

Program for Monitoring Drugs After They Are Approved
One unfortunate consequence of the Prescription Drug User Fee Act (‘‘PDUFA’’)

is that the FDA’s program for monitoring drugs after approval has languished while
the Center for Drugs focused its energies on meeting the Congressional directives
regarding new drugs. Understandably, in recent years, the agency’s focus has been
on getting drugs reviewed, but in order to meet PDUFA targets that a certain por-
tion of the drug approval process be funded with Federal money, the agency has cut
funds for post-market studies.

Congress should consider sending the FDA a strong message that it expects the
agency now to turn its attention to monitoring, identifying and controlling adverse
reactions to drugs on the market. This can be done by giving the FDA the resources
and legal authority it needs to devise an effective post-market program.

In terms of resources, the fiscal year 2006 budget for the FDA’s Center for Drugs
is $505 million, but only $33 million is allocated for post-market activities, an in-
crease of $6 million over fiscal year 2005. This funding level is insufficient to ade-
quately monitor drugs after they enter the market or to initiate studies if questions
do arise. The resources could be made available through appropriations or by allow-
ing the agency to use PDUFA funds for this purpose.

Congress should give the FDA adequate legal authority to act when it obtains in-
formation about a drug on the market. In essence, before a drug is approved, the
company that has the burden of establishing safety and effectiveness. As a practical
matter, the FDA has the upper hand in deciding whether to approve a drug and
in deciding on the content of the drug’s label. Once the drug enters the market, the
dynamic changes. Now the company has the upper hand. Some of my suggestions
are designed to give the agency more authority after the drug is approved and to
make it clear that the company has the continuing obligation to demonstrate the
safety and efficacy when new data become available raising questions about the
safety of the drug.

a. Authority to Order Changes to the Drug Label Based on New Information
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All known information about the safety of a drug is supposed to be included on
the drug’s label, and the FDA has sufficient leverage to require appropriate informa-
tion at the time the drug is approved. The problem comes when new information
is discovered after the drug is already on the market. When that occurs, there is
no explicit authority for the FDA to order that the label be changed to include new
information or new warnings. The FDA’s only recourse is to withdraw the drug from
the market or to bring a misbranding action. These options are usually inappropri-
ate and cumbersome. Thus the FDA is left to negotiate labeling changes with the
company and it does not have sufficient leverage to require the changes that it
deems appropriate.

Congress gave the FDA the authority to order appropriate changes in the labeling
of prescription drugs. This authority could be used if the agency reaches an impasse
in discussions with the drug manufacturer. This new authority should be accom-
panied by the opportunity for the affected company to appeal a decision with which
it disagrees, administratively and in the courts, but ordinarily implementation of
the changes should not be delayed while any appeal is pending. Finally, the agency
should have authority to require the manufacturer to notify physicians of important
labeling changes.

b. Authority to Require Manufacturers to Conduct Post-market Studies
When the FDA approves a drug, there are often unanswered questions that need

to be studied. In other cases, these questions become apparent only after a drug is
approved. Today, the FDA sometimes obtains commitments from companies to un-
dertake post-market studies as a condition of approval, but often the companies do
not fulfill those commitments, and the agency’s legal authority to require the studies
is questionable at best.

The FDA has the authority to require post-market surveillance of medical devices,
but oddly it never has been given this authority for prescription drugs. The law
should be amended to give the FDA the explicit authority to require companies to
conduct post-market surveillance of prescription drugs, both at the time of approval
and after the drug has been approved.

c. Authority to Address Misuse of Drugs by Physicians
The FDA should actively intervene when physicians misuse drugs. It is almost

gospel at the FDA that the agency does not interfere with the ‘‘practice of medicine.’’
This means that once a drug is approved for a single use, physicians are free under
Federal law to prescribe it for any use. Sometimes off-label uses are appropriate and
represent good medical care. Other times, these unapproved uses can become wide-
spread and dangerous.

In some instances, physicians have ignored the FDA’s directions, risking the
health of their patients. For example, the FDA has approved the drug Accutane only
for treating severe acne. Accutane is very effective, but it causes deformities in 25
percent of children born to women who take it during pregnancy, and strong warn-
ings have not been enough to discourage physicians from limiting its use. For years,
evidence has accumulated that physicians prescribe Accutane for moderate and mild
forms of acne. The FDA should be given the legal authority to limit physicians’ use
of drugs when deviations from FDA-approved uses can lead to severe injuries. This
should include explicit authority to limit the distribution of drugs to certain speciali-
ties. The authority to require physicians to follow important label directions also
should be considered.

As an observer and for a time as an insider, one thing that is clear to me is that
The FDA listens very carefully to Congress. An excellent example of this is the Pre-
scription Drug User Fee Act, first enacted in 1992. Before PDUFA, there were end-
less articles in newspapers and scientific journals accusing the FDA of denying sick
people drugs that they desperately needed, while at the same time those drugs were
available in Europe and other developed countries. According to these charges, the
FDA was responsible for the ‘‘drug lag.’’ Congress passed PDUFA because user fees
were seen as the only realistic method of increasing the funds for reviewing pre-
scription drugs, thus eliminating the delays that could be attributed to inadequate
funding. As a result, drug review times have been cut in about half, so that today
the FDA makes decisions on drugs that represent important advances in medical
care in 6 months and on all drugs in 10 months. It can no longer be said that the
United States is the last country to approve important prescription drugs; more
often we are the first.

As with the drug lag, there is significant room for improvement in our system for
monitoring drugs after they enter the market. With an appropriate direction from
Congress in the form of adequate resources and legal authority, the FDA could
make significant progress in identifying the risks of drugs after they enter the mar-
ket.
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Thank you very much for the opportunity to testify. I would be happy to answer
any questions.

The CHAIRMAN. I want to thank the entire panel for their depth
of knowledge and their willingness to share it with us. I want to
assure you that your entire testimony will be part of the record. I
want to particularly thank those who did kind of executive sum-
maries. Sometimes it is a little easier for me to get my colleagues
to read the executive summaries than it is the whole testimony,
but there will be people looking in-depth at all of this information.
It is not only critical, it is kind of a hot issue right now, which al-
ways stimulates Congress to do a little bit more.

Dr. Fleming, in your recent Health Affairs article, you note that
while there is interest in accelerating FDA’s approval to allow po-
tentially life-saving new treatments to come to the market, caution
should be exercised not to compromise reliable and timely evalua-
tion of the safety and efficacy of the new treatments. My question
to you is, how do we exercise the right level of caution? How do
we appropriately weigh the timely access and safety?

Mr. FLMING. Senator Enzi, this is certainly a very challenging
issue. The Subpart (h) accelerated approval process has been estab-
lished to allow the public to get earlier access to interventions that
are promising in life-threatening disease settings where there is a
considerable unmet need.

While that, in fact, has very significant potential benefits, the
risks that are incurred in that process are that we could end up
having fairly extensive marketing of products where we don’t yet
know reliably whether or not an agent that has a biological effect—
shrinking a tumor, which, for example, is hopefully going to ulti-
mately lead to clinical benefit to the patient, reducing symptoms or
prolonging survival—we don’t know for certain whether or not that
relationship truly exists. Meanwhile, we have lesser amounts of
safety experience because the accelerated approval process allows
for the marketing of the product based on lesser benefit-to-risk in-
formation than you would have for full approval.

So the challenge or the difficulties here are that once a product
is in the market, it is often very much more difficult to now com-
plete the clinical trials that will reliably tell us whether or not this
intervention truly has a favorably benefit-to-risk profile. Patients
are less willing to go on to randomized trials. Sponsors will tend
to have a lesser sense of urgency to get these studies done in a
timely way.

And so the results of this is, in many instances, while the inten-
tion had been to allow earlier access while the validation trials
were being completed in hopefully what would be a very timely
way, this can turn out to be a very extended time period. And then
when those validation studies are complete, the difficulty is very
often they are not persuasive and the agency is put in a very dif-
ficult position, and I believe Congress and the agency need to have
a clear sense of a pathway to be followed when those validation
trials are not, in fact, conclusive.

The bottom line is, as I had mentioned in my comments, what
is extremely important here is that we need to have policies to en-
sure that products that are, in fact, being used under an acceler-
ated approval do not, in fact, have an extended period of time of
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being used where we could, in fact, be putting patients at risk of
having greater safety concerns than efficacy. There needs to be a
clear procedure here to ensure that the validation trials are com-
pleted in a timely way and that if they aren’t, in fact, conclusively
favorable, that the product doesn’t end up being marketed for an
extended period of time.

The CHAIRMAN. Thank you. Dr. Fassler, public discussions fo-
cused on adverse drug events, increased suicidal thinking and be-
havior in pediatric patients, particularly treated with the SSRI
anti-depressants. Few have commented about the bad outcomes
that may occur if the black box warning unintentionally discour-
ages prescription of the drug for children who might benefit signifi-
cantly from its use. What is the practical effect of the black box
warning?

Mr. FLEMING. Senator, we have recently received data which in-
dicates that there has been a very significant decline in the pre-
scription rate for these medications across the country, and that is
of concern. This happened over a very short period of time. My con-
cern is, are kids who actually have depression getting the appro-
priate treatment that they need and deserve?

This is a very serious illness, as you noted. Forty percent of kids
who have depression go on to have a second episode within 2 years,
and we know that appropriate treatment, including treatment with
medication, significantly reduces that relapse rate. Over half of the
kids with depression will eventually attempt suicide, the follow-up
studies have demonstrated to us, and between two-and-a-half and
five percent of these kids will ultimately die as a result of these
attempts. So this is a very serious illness.

I would ask some of my colleagues on the panel to see this rapid
shift in prescription patterns across the country as very concerning.
I think all these kids really need evaluations. We need to make
sure that they actually have the disorder. But I am concerned that
the action that we have taken has unintentionally frightened some
parents and just made them less likely to get help for their kids
with problems like depression.

I also know from my own experience and from talking to col-
leagues across the country that, in particular, a number of pediatri-
cians and other primary care physicians have become increasingly
hesitant to prescribe these medications. Although these physicians
have not had full training in the diagnosis and evaluation of psy-
chiatric disorders, they are integral members of the treatment
team for these kids. We really need them to be working with us.

So we need to be monitoring this extremely carefully. I men-
tioned in my testimony that the adolescent suicide rate has actu-
ally declined over 25 percent since the early 1990s. This is very
good news and it will be devastating if we start to see that rate
climb back up again because we have made this decision.

The CHAIRMAN. Thank you. My time has expired.
Senator Burr.
Senator BURR. Thank you, Mr. Chairman.
Dr. Fleming, your number five proposal establishes an FDA pro-

gram for observational studies and clinical trials. Real quickly,
could that be done extramurally or would that have to be solely
done within the FDA?
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Mr. FLEMING. Senator Burr, this is certainly an important issue.
We clearly need to have collaboration in all sectors in order to be
able to have the type of information in a timely way about poten-
tial safety risks. I think, as Mr. Schultz had pointed out in his com-
mentary, as well, the FDA needs to have the authority and the
ability in those settings where these types of observational studies
that need to be done aren’t being done by the industry or by NIH,
are completed.

Senator BURR. Can we accomplish that through academia——
Mr. FLEMING. Academia can——
Senator BURR. Through extramural——
Mr. FLEMING. Academia can and does contribute, and yet the re-

ality is, there needs to be a mechanism to empower the FDA to
more broadly have the ability to have these large-link databases,
which in the COX-2 inhibitor setting were an important mecha-
nism to be able to identify safety signals. So we need to enhance
what is——

Senator BURR. I think we all agree that the larger the pool, the
more information that is relevant we can get.

Dr. Fassler, you are interested in a publicly-accessible registry,
you said for doctors and for patients. I just want to ask you to very
briefly answer this. Do you believe that patients can fully under-
stand the data that comes from a clinical trial or is that just a de-
gree of openness that you feel you have to include if you are going
to lobby for doctors?

Dr. FASSLER. Senator Burr, I am not sure that physicians can al-
ways understand the information that comes from clinical trials,
but I do think that physicians, patients, and researchers really
need access to this kind of information. You would be amazed how
sophisticated a lot of patients are, and again, others on the panel
can speak to this, who come to physicians who have really done a
tremendous amount of research and do know a lot about——

Senator BURR. I think you ended on a very key point, and that
is that patients who are faced with disease have learned to do a
tremendous amount of education on their own, and electronically,
there is nothing that is not at their fingertips, with the exception
of the data. The question is, could they put it in the right context
like a researcher, and I think that is a question mark that we have
to leave out there.

But it does lead me to the heart of my next question, which is
really to Bill Schultz. And by the way, let me thank you publicly
for your service. You have gone above and beyond at the FDA, on
the Hill. You have got a very varied background and it is a tremen-
dous asset to have you here as a witness on this issue today be-
cause I believe that we are in a very delicate area as we talk about
what we do next because there are some things, as witnesses have
pointed out, that could have a devastating effect on certain popu-
lations that exist and their potential access, especially those pa-
tients who have a choice between nothing and nothing today.

So let me turn to you if I could, Bill. You raised two of your six
points, educate patients of the risk. Why not doctors?

Mr. SCHULTZ. That is a big part of it, too——
Senator BURR. Do they not come before patients? I mean, are

they not our conduit?
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Mr. SCHULTZ. You know, it is interesting. By the way, I really
appreciate your comments. They mean a lot. When the issue of di-
rect advertising to the consumer first came up in really the late
1980s, my view—and I think I was asked to testify on this, and my
view was you ought to allow it because you have the doctor in be-
tween the patient and the decision and that should be full protec-
tion. And it really should be. But the reality is, I think patients
very often go to doctors and they get drugs when they shouldn’t,
and so it is really both.

Senator BURR. But the point that you make is educate patients,
but limit direct-to-consumer advertising. The two contradict each
other to some degree. Educate them only on what you want them
to have, but don’t educate them on the benefits of a pool of drugs,
and I think that is an inconsistency that—it is a policy question
that we have got to decide. There are up-sides and down-sides to
every decision that we make. As I have covered with the FDA in
their panel, the benefit of it is that we now have many patients
across the country that are on cholesterol-busting drugs that are
not bypass patients today that ultimately increase their quality of
life and save us money in the system.

You also said the FDA should have the authority to limit drug
distribution. Actually, limit doctors’ ability to prescribe. I would
like to ask you just to be a little more specific on that one. One
of the challenges that we always have as legislators, and I think
we look at FDA and other agencies, is that we are not here to prac-
tice medicine in a doctor’s office. We are here to set the guidelines.
And I think to some degree, I am confused with the blurring of the
line there.

Mr. SCHULTZ. This is a tough one. I think the easiest place to
look at is maybe the FDA ought to be able to limit in certain cases
drugs to certain specialties. It is authority they have for medical
devices. And so there may be certain drugs that they see that are
just prescribed too widely and that it would be limited to certain
specialties or certain types of doctors to prescribe.

Senator BURR. If you took that outside of the arena, though, that
is one of the issues about off-label use today, is that because we
tightly control what we are willing to let be on that label, doctors
have more of a tendency when they find something that works that
is off-label that they go to it.

Mr. SCHULTZ. Right.
Senator BURR. I understand the spirit in which you suggest it.

It is a very——
Mr. SCHULTZ. It is a tough issue. I think we all recognize that

off-label use in many cases is good medical care, but I think we
also have to recognize that sometimes it isn’t. I use the example
of Accutane in my testimony, which is a very effective drug for se-
vere cystic acne. FDA has done everything it can to basically tell
doctors that is the only place it should be used, particularly in
women, because it also creates a 25 percent risk of abortion if it
is taken by somebody who is pregnant. They have had no luck. And
so the question is, should they be able to do more in that kind of
an extreme example?

Can I make a comment about direct advertising to the consumer?
Senator BURR. Yes, sir.
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Mr. SCHULTZ. Because I think you raise some very good points.
I think the benefit of it is it educates patients, and that is the plus.
The negative in my mind, particularly for new drugs, is that it can
vast increase the number of people taking these drugs, and maybe
that is not a good thing in the first few years before we know very
much.

And so what I suggest for consideration is perhaps in the first
few years, it shouldn’t be allowed for new drugs, or perhaps there
ought to be an extra warning on new drugs to inform patients that
really we know less about these products than we do about drugs
that have been on the market for a long time.

Senator BURR. I am not sure DTC would be the subject of con-
versation if we didn’t have as many ED advertisements on TV
today from the industry, and that is something that we can take
up.

Let me just point out, if I could, Mr. Chairman, that the wish
by FDA now to create a more robust postapproval surveillance pro-
gram is a change that is happening because I think that, Bill,
when you were there, and we certainly pursued PDUFA, the focus
was on the reporting by doctors. We are now at a different time.
We have got to come up with a different system. It is my hope that
we can get all parties to try to do something that is not only re-
sponsible, but addresses exactly what Ms. Davenport-Ennis talked
about, and that is that you have got to make sure that you never
forget that there is a population out there that is on the edge. How
we handle this affects the degree of research and development that
is done.

Even though I didn’t have an opportunity to ask Ms. Meyers
questions, some of the concerns that she expresses are amazing to
me as a representative of the rare disorders because those are the
ones that are affected most and first by the lack of research dollars
going in when we make the world unpredictable. So at the end of
this, it has to be predictable. I thank each of them. Thank you.

The CHAIRMAN. Thank you. Senator Isakson?
Senator ISAKSON. I apologize to the panel for being late.
Dr. Fleming, I would like to ask you, do you concur in general

with Mr. Schultz’s remarks with regard to advertising limitations?
Mr. FLMING. I think the reality here is that we want to get the

truth to the public. The advertising to the public in direct-to-con-
sumer advertising is certainly one aspect, but in many instances,
it doesn’t reflect the essence of the truth.

One of the comments that I had made in my recommendations
was to encourage the FDA reviewers to be more forthcoming in
their communication. One experience that I have had on FDA mon-
itoring committees, FDA advisory committees, is that it is striking
how often what you read in the clinical literature is not fully cap-
turing the essence of really what is known in the evidence about
benefit-to-risk. There is what I call a sponsor spin in what gets into
the clinical literature because much of what is written is influenced
by academics and industry that have some conflicts of interest.

Certainly even more so, what gets presented in direct-to-con-
sumer advertising can’t be expected to be an independent, objective
assessment of the truth. In some instances, particularly in settings
where there are significant concerns about safety risk, as has been
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identified by the COX-2s, there are real concerns, then, about di-
rect-to-consumer advertising giving a misrepresentation of the true
benefit of what is truly known about benefit to risk.

Senator ISAKSON. That being said, I take it that, in part, is some
of the reason for your recommendation, the conclusions that the
one thing we should not do is have an external review panel estab-
lished, is that correct?

Mr. FLMING. Well, part of my concern here is not only the fact
that I think FDA brings the greatest overall insight into regulatory
issues. Clearly, FDA is benefited greatly by having external advice
from industry and from the academic community. And yet the re-
ality is, there are conflicts of interest. I believe that it is one of the
issues that concerns me, as to the influence of that on the objectiv-
ity of the input that would occur in that process.

Senator ISAKSON. Thank you. One last question of Dr. Fleming.
In recommendation number three that begins, when a safety signal
is found, frequently from noncontrolled postmarketing data, FDA
should, and I didn’t hear the testimony, so I apologize if I am be-
hind the curve here, but that tells me or portends to me that a
postmarketing situation is a drug that is already on the market,
and then they get some notice that there may be a problem, or
there was an episode or there were a sequence of episodes. What
currently—your solution begs the question that currently, there is
not a standard time line and methodology upon which that is meas-
ured and tested. Is that true or not true?

Mr. FLEMING. Well, I don’t—I am not sure about the standard
time line. What I know is that there is a clear recognition and ac-
ceptance that there must be postmarketing safety assessment, and
there are many levels for that. As we have discussed, passive sur-
veillance using MedWatch is useful at a certain level. More effec-
tive are large-link databases that allow us to more reliably get as-
sessments of signals.

But ultimately, when you see those signals, the most reliable
way to assess the degree of benefit and risk is through randomized
trials, and my concern is there are settings, such as in the COX-
2 inhibitors, where there is great need for having postmarketing
randomized trials of sufficient size and duration that we are going
to be able to detect safety risks that could be sufficiently rare that
you wouldn’t be able to reliably assess them except in the random-
ized trials, but could have the influence to tip the scale on benefit-
to-risk. And I believe the FDA should have the authority in those
settings to indicate that those studies should be done in a timely
way.

Senator ISAKSON. Thank you very much. And not a question, Mr.
Chairman, but a comment to Ms. Davenport-Ennis. I had the
chance to skim most of your testimony, although I didn’t get to
hear it. I want to commend you on your advocacy in balancing safe-
ty and timeliness and also not thwarting research and develop-
ment. Cancer survivors, of which my sister is one, from radical
treatments and things like that appreciate the dynamics of the
pharmaceutical industry and new innovation, and safety is impor-
tant, but we have got to recognize the balance for those that life
is in the balance at any one given point in time. So I appreciate
your testimony.
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Ms. DAVENPORT-ENNIS. Thank you.
Senator ISAKSON. Thank you, Mr. Chairman.
The CHAIRMAN. Thank you. I am going to take a little chairman’s

prerogative and ask a few more questions. I will note that the
record will stay open for an additional 10 days so that all members
of the committee will have an opportunity to submit questions in
writing, and hopefully you will provide us with the answers to
those, plus any expansion on comments that you would like to
make.

Dr. Gottlieb, some argue that the so-called ‘‘me-too’’ drugs raise
costs while diverting R&D funds from true innovation. Should the
FDA raise the bar for approving follow-on drugs, or are those drugs
just an example of competition at work, generating lower prices
and better products?

Dr. GOTTLIEB. Well, the reality is that the FDA does raise the
bar for the approval of those drugs. When you look at second- and
third-in-class drugs, the trial size is usually significantly higher
than the first-in-class drugs. That is just a fact of life inside the
agency.

But the other reality is that those drugs do provide a significant
benefit to patients, not only differentiation between molecules that
don’t all have the same effect on patients, but also price competi-
tion. Study after study shows when there is multiple drugs in a
class, that it does bring down the price.

Mr. Chairman, if I may just make one comment about the discus-
sion here for mandatory authority to the agency for the require-
ment of trials, you know, people have discussed giving the agency
the authority to require postmarket trials and require label
changes. I think another fact of life inside the agency, with all due
respect to my former colleagues who I have a lot of admiration for,
is that the agency doesn’t use its existing authority there very well.
Very often, the first pass at label changes that the FDA works on
aren’t worded very well and the dialogue that goes on between the
agency and sponsor results in a much better label change.

The same thing is true of the postmarket studies that the agency
often proposes. These proposals are made very frequently late in
the process, very close to the time of approval. They are sprung on
the sponsor days before approval, sometimes even hours before ap-
proval, giving the sponsor very little time to have any give and
take with the agency about what is a postmarket study that can
be accomplished. That is why I think in some cases you have
postmarket studies that are unrealistic, because the sponsor didn’t
have enough time to have that dialogue.

So I think the agency has the opportunity to use the existing au-
thorities better and have a better dialogue about label changes and
about postmarket studies with sponsors without the requirement to
be able to mandate it. I think, in fact, mandating it will take away
that dialogue and take away the opportunity to have the input
from the sponsor, which more often than not results in a better
product.

The CHAIRMAN. Thank you. Another question for you, though, be-
cause you are familiar with the agency’s structure from your tenure
as an FDA Senior Policy Advisor with Commissioner McClellan. Do
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you believe that the FDA needs to be reorganized to separate the
Office of Drug Safety from the rest of FDA?

Dr. GOTTLIEB. No, I don’t. I think that is moving the issue of
safety oversight in exactly the wrong direction. There are many
reasons why I think the evaluation of safety needs to be integrated
with the evaluation of efficacy. First of all, you can’t measure safe-
ty outside of some kind of measure of what the benefit is of the
drug in the postmarket. The reality is that both move in different
directions. They move in the same direction in postmarket, but
they do evolve.

A good example of this is the TNF inhibitors class of drugs that
are used for rheumatoid arthritis, among other things. If you look
at those drugs, if you take a static measure of their benefit and
measure it against what we know about their safety today, you
probably wouldn’t approve them today because we have learned in
the postmarket that they have many more risks than what we
knew when they were first approved. But the reality is, we also
know they have far more benefits than we knew when they were
first approved.

So now when you look at them, when you line up today’s notion
of risk against today’s notion of benefit from these drugs, it makes
a lot of sense to have these drugs on the market. So you need to
have both evaluated within the same context.

Just within the structure of the agency itself, I think removing
the evaluation of safety and, in fact, creating a new Office of Drug
Safety, as some have proposed, is going to make it harder to recruit
good people into that function. I think any time you take a line of
drug review outside of the management structure of the Center for
Drugs and outside of their senior managers, who are the most ac-
complished people inside the agency, they have risen up the ranks
to leadership positions, I think you get a worse result. I think the
same would be true here if you tried to carve out drug safety and
move it away from the Review Division.

And the reality is that having the drug safety integrated into the
Review Division, I think reminds people every day, it gives them
input every day to the safety parameters they need to be looking
at, and again, isolating that, creating a separate entity, will just
further remove that from the consciousness of the work that goes
on every day inside the agency.

The CHAIRMAN. Thank you. Ms. Davenport-Ennis, under the cur-
rent ethical guidelines, if the data are strong enough to indicate
that a drug is safe and effective before the conclusion of a clinical
trial, the trial is halted, the therapy is given to everybody in the
trial. Some people have proposed long-term studies be required
prior to approval of the drug. It seems to me that a long-term pre-
approval study would run afoul of these ethical guidelines. How do
you see these additional requirements intersecting with ethical
guidelines for conducting clinical trials?

Ms. DAVENPORT-ENNIS. Thank you for the question. I think that
on behalf of the patient, if we look at a drug such as IRESSA, we
will take that, because there has been so much coverage about it
in the United States. For lung cancer patients who were in the
trial at the time that the drug was being tested and the results
were so phenomenal during that trial, to bring the trial to conclu-
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sion and allow that drug to go to market because those cancer pa-
tients had very few options of drugs that were available to them,
indeed, I think, made sense, and from the patient perspective, the
population was glad to get it.

At the same time, I think the fact that we continue to collect in-
formation about that drug and to report additional information
around that drug was also beneficial to the patient community. I
think at the end of the day, having an informed patient population
also means that part of that information allows them to under-
stand what the benefits are, what the risks are, and when they
enter a clinical trial, I think most patients understand that there
may accrue to them an added benefit if they choose not to be in
one.

So I think my answer to the question on behalf of patients is it
was a very good process and we are happy to see that it is avail-
able in the market.

Mr. Chairman, if I may, may I also hazard a response to a ques-
tion that was asked earlier about direct-to-consumer and the well-
informed patient?

The CHAIRMAN. Yes, certainly.
Ms. DAVENPORT-ENNIS. Earlier, the observation was made that

patients are extremely well-informed and that they often go to phy-
sicians with requests for particular therapies, and I would certainly
concur with that. But having said that, I do think we still have a
nation that has a digital divide. And while we may have certain pa-
tients that get on the Internet and they become very well informed
and have a lot of material, we still have citizens that are very de-
pendent upon electronic media to bring to their attention newly-de-
veloping products, newly-developing protocols that may be helpful.

I think when we consider the role of direct-to-consumer adver-
tisement, the patient community feels that that process has to be
responsible and the ads have to be held accountable for identifying
what are the benefits to the drug, what are the risks to the drugs,
what specifically can a consumer expect if they are prescribed a
drug. And at the end of the day, if they walk into the physician’s
office with direct-to-consumer information in their hand to say,
‘‘Prescribe this for me,’’ at that point, we have a health provider in
the country who can be the gatekeeper, who can further educate
the patient that, yes, indeed, that is a wise request, or we need to
revisit that and look at another option. So I just wanted to point
that out to the committee and for the record.

The CHAIRMAN. Thank you very much.
Ms. DAVENPORT-ENNIS. You are welcome.
The CHAIRMAN. Again, of course, I need to mention, then, that

people that are doing research on the Internet should not believe
everything on the Internet. There are a few rumors going around
about Congress out there that are absolutely not true. I would like
to make the kind of retirement that they are mentioning that we
do, but it is not going to happen and shouldn’t happen. But it is
a great tool for people to get additional information.

I really thank the panel for all of their answers and their infor-
mation, and as I mentioned, the record will stay open for another
10 days. The kinds of questions you will get will be far more de-
tailed than what we had here because we try to limit the ones that
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might put the audience to sleep but are really essential pieces of
information that we need to have to make the kind of decisions we
need to do.

I would remind you again that your entire testimony will be part
of the record, and if you wish to expand on any of the comments
that you had or any of the other questions, we would appreciate
that information, as well. Statements by members, their entire
statement will also be made a part of the record.

Thank you very much for being here today, and this concludes
our hearing.

[Editors Note–Due to the high cost of printing, previously published ma-
terials submitted by witnesses may be found in the files of the committee.]

[Additional material follows:]
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ADDITIONAL MATERIAL

QUESTIONS OF SENATOR MURRAY

FOR PANEL I—DR. SANDRA KWEDER, DEPUTY DIRECTOR, OFFICE OF NEW DRUGS, FDA

Question 1. As we struggle with the conflicting information surrounding FDA’s ac-
tion regarding Vioxx, I think it is important to understand what current process is
in place to ensure that adverse events are promptly reported to the FDA—and that
FDA act on these reports.

It is my understanding that Merck shared the FDA clinical trials data that
showed an increase of heart attacks and strokes in patients taking Vioxx, as early
as 2002. A link showing a higher rate of heart attacks and strokes was evident in
ongoing clinical trials.

Did FDA have this information? What prevented FDA from requiring additional
warning on the label and advertisements? Why were patients and their doctors kept
in the dark about the growing evidence of heart attack and stroke risk associated
with the use of Vioxx.

Question 2. 2. Many of us are now looking closely at the post-market approval
process. Because it would be almost impossible for FDA to rule out every single risk
associated with new drugs and therapies, it is imperative that we have aggressive
post-market surveillance. Additional clinical trials can provide more information and
risks can be documented over a longer period of time.

Is the FDA Drug Safety process compromised because it is not a separate, inde-
pendent agency? Why is it important to have the Office of New Drugs involved in
the post market surveillance process? And finally, what additional authority or re-
sources does FDA need to meet the current challenges of drug approval and drug
safety?

Question 3. Since enactment of PDUFA and FDAMA, there is growing pressure
on FDA to eliminate unnecessary delays in new drug approvals. Tight performance
standards and requirements could have the appearance of jeopardizing patient safe-
ty.

Do you believe that this is true?
Question 4. Does FDA need additional authority to require post-market clinical

trials for safety only? Many companies will continue to conduct clinical trials in the
hope of achieving FDA on-label approval for a new indication. In fact, Merck contin-
ued to study Vioxx to support claims that it reduced GI risks and for treatment of
additional diseases like Alzheimer’s. It was this process that brought to light the
increased risk of heart attack and stroke.

Can FDA, today, order companies to conduct additional clinical trials? Can FDA
order a change in a label? Can FDA order a company to withdraw a drug? Does
FDA have other steps it can take to alert the public to potential safety concerns,
short of a recall?

FOR PANEL II

Question 1. There is a great deal of conflicting information being reported about
the FDA and the overall safety of drugs and therapies. Many patients are concerned
and are having a hard time evaluating this information. Even looking at the con-
flicting reports from the FDA Advisory Committee meeting in February, one can un-
derstand why patients and their doctors are concerned.

Is the FDA drug approval and safety process broken? How can we restore patient
confidence in FDA without reducing timely access to new life-saving drugs?

Question 2. Much has come to light recently about the passive adverse events re-
porting structure that is currently in place for tracking post-market drug safety. Ad-
verse events are reported to drug companies who then share this information with
FDA.

Should we have a more aggressive reporting structure, one which requires physi-
cians to report directly to the FDA? Are there benefits to mining safety data from
other databases?

FOR THOMAS FLEMING, PH.D.

Question 3. Again, thank you for your willingness to be here this morning to give
all of us the benefit of your 20-plus years of expertise.

In your prepared statement, you mention that in evaluating the effects of Cox-
2 inhibitors on the risk of cardiovascular mortality, MI, and stroke, the FDA pro-
ceeded in a proper manner regarding the accumulation of data. You also conclude
that in general, the FDA has been very effective in carrying out its regulatory re-
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sponsibilities and, in turn, has had a strong positive influence on the promotion and
protection of public health. These statements appear to conflict with testimony that
has been presented to Congress that indicates that the FDA process has not worked
and that the agency has not been effective in protecting public health. In fact, there
have been allegations of thousands of people suffering heart attacks and strokes be-
cause of the failure of the FDA.

Has the FDA process failed? Can we take steps to improve overall public safety
without dismantling FDA?

QUESTIONS OF SENATOR CLINTON FOR SANDRA L. KWEDER, M.D.

Question 1. In your testimony, you mention Acting Commissioner Crawford’s No-
vember 5, 2004 pledge to fill the position of Director at the Office of Drug Safety.
Can you please update us on the status of this search?

Question 2. One of the first studies to be performed under the comparative effec-
tiveness provisions of the new Medicare law is a systematic review of the Cox-2
drugs, which will be completed in August 2005. Could you please comment on the
ways in which such comparative effectiveness reviews can be used to enhance the
work of the Office of Drug Safety?

Question 2a. What expansions and improvements to the comparative effectiveness
program would be helpful to the FDA in allowing them to ensure that drugs are
safe for all populations?

Question 3. The Pediatric Rule requires companies submitting new drug applica-
tions to prove that their products are safe and effective in children before marketing
them to the pediatric population. This rule has helped ensure the safety of the drugs
prescribed to our children. Are there lessons to be learned from the use of the Pedi-
atric Rule that can be applied to all populations?

Question 4. The FDA is proposing a new Drug Watch webpage that will be used
to post emerging information about possible serious side effects for approved drugs.
Could you describe in greater detail how information may be disseminated from the
Drug Watch website to consumers and providers once potential adverse effects of
a drug are noted? How will the voluntary reporting mechanisms of the FDA’s cur-
rent MedWatch system be used to provide data for the Drug Watch website?

Question 5. Would giving the FDA the authority to mandate post-approval mon-
itoring studies improve the ability of the agency to ensure the safety of the drugs
available to American consumers?

RESPONSE TO QUESTIONS OF SENATOR ENZI BY SANDRA KWEDER, M.D.

Hon. MIKE ENZI,
Chairman,
Committee on Health, Education, Labor, and Pensions,
Washington, D.C. 20501–6300.

DEAR CHAIRMAN ENZI: Thank you for the facsimiles dated March 21, 2005, includ-
ing questions for the record related to the Committee’s recent hearings, March 1
and 3, 2005, entitled, ‘‘FDA’s Drug Approval Process: Up to the Challenge?’’ We
have repeated your questions below, followed by the Food and Drug Administra-
tion’s (FDA or the Agency) response.

Question 1. Could you go into further detail about the interactions between the
Office of New Drugs and the Office of Drug Safety? How frequent and in what form
are communications during the approval process? During the post-market surveil-
lance process?

Answer 1. The Office of Drug Safety (ODS) and the Office of New Drugs (OND)
interact frequently on issues of drug safety for applications under review and mar-
keted products. OND and ODS staff communicate often, both informally and in
more formal settings as described below.

ODS includes safety evaluators (clinical pharmacists), epidemiologists (M.D.s and
Ph.D.s), medical officers (physicians), health science analysts, project managers, con-
tracts specialists, and database and information technology support in three divi-
sions: the Division of Drug Risk Evaluation (DDRE), the Division of Surveillance,
Research, and Communication Support and the Division of Medication Errors and
Technical Support.

DDRE’s Safety Evaluators are located in the same three buildings as OND review
division staff to facilitate communication. DDRE staff have regularly scheduled
monthly meetings to discuss pending consults and other safety issues with the Divi-
sion of Neuropharmacologic Drug Products; bimonthly meetings are held with the
Division of Gastrointestinal and Coagulation Drug Products; and DDRE has initi-
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ated regular meetings with other OND components including the Division of Repro-
ductive and Urologic Drug Products and the Division of Oncology Drug Products and
the Division of Therapeutic Biological Oncology Products.

OND and ODS staff participate in Regulatory Briefings that solicit input from
senior Center for Drug Evaluation and Research (CDER) management on regulatory
decisions for specific products or classes of products. OND and ODS staff attend a
variety of internal meetings. ODS sends representatives to weekly meetings of sen-
ior management in OND. ODS and OND management meet bimonthly to discuss
topics that affect these offices.

In fiscal year 2004, ODS completed over 1200 reviews of adverse drug reactions,
epidemiology studies, medication guides and patient labeling, medication errors,
proposed proprietary product names, drug use analyses and database searches.
Prior to the initiation of these reviews, during their preparation, and after comple-
tion, OND and ODS may informally communicate to define the questions being
asked, to provide status information, and contact information, and to explain meth-
odology, content and recommendations for regulatory actions.

ODS staff are involved in the preparation for and may give presentations at advi-
sory committee meetings initiated by OND or ODS involving safety issues and risk
management for pending or approved applications and when post-marketing safety
information is available for similar products. ODS works closely with the Advisors
and Consultants Staff to coordinate the use of the Drug Safety and Risk Manage-
ment Advisory Committee (DSaRM). DSaRM may meet alone as a full committee,
jointly with another CDER advisory committee, or members of DSaRM with rel-
evant expertise may join other CDER advisory committees associated with OND re-
view divisions to provide input on various issues associated with drug safety and
risk management.

During the Pre-Market Phase, ODS works with OND before, during, and after
pre-new drug application (NDA) and pre-biologics license application (BLA) meet-
ings with industry to review safety information and to discuss proposed risk man-
agement plans and the need for any post-approval risk management studies. During
NDA and BLA review, ODS and OND work together in the development and review
of risk management programs. ODS provides expertise in the review of proposed
proprietary drug names, labeling, and packaging to minimize medication errors; in
the review of information for patients such as patient labeling and Medication
Guides to ensure that product information is communicated clearly and effectively
to patients, especially those with lower literacy readability and to ensure adherence
to required content and format; and in the review of the need for and the implemen-
tation of Phase 4 safety study requirements. OND schedules meetings with ODS
called ‘‘Pre-Approval Safety Conferences’’ to discuss safety issues for new chemical
entities prior to approval.

During the Post-Market Phase, one of ODS’ primary roles is to provide expertise
to OND in the review of post-marketing safety data and to maintain and coordinate
CDER’s post-marketing surveillance and risk assessment program. ODS staff evalu-
ate the safety of marketed drugs through the review of adverse drug event reports
submitted voluntarily by consumers and health care professionals through the
MedWatch program and required submissions by sponsors of approved NDAs and
BLAs. They estimate the public health impact of safety signals and recommend ap-
propriate regulatory actions to OND. They also provide to OND the results of epi-
demiologic research on drug safety issues, reviews of epidemiologic study protocols
and results, and recommendations on risk management programs.

ODS staff are responsible for the acquisition, analysis, and interpretation of infor-
mation from databases on drug use in various populations, including in-patients,
children, and patients over time to which CDER has access under contracts and that
help place safety signals into context and inform regulatory decision-making. For
newly approved products with important safety concerns, ODS independently evalu-
ates product utilization to evaluate whether these products are being used in a safe
manner and works collaboratively and pro-actively with OND and industry on relat-
ed issues.

ODS reviews reports of medication errors that have occurred with marketed prod-
ucts and recommends changes to product names, labeling, and/or packaging to OND
and the Office of Generic Drugs (OGD) to prevent future errors. ODS works with
OND and OGD to review risk management programs for approved products to as-
sess their implementation and effectiveness. ODS and OND clinical review staff to-
gether develop the scientific basis for labeled warnings, post-marketing safety stud-
ies, drug withdrawals and compliance activities.

The Best Pharmaceuticals for Children Act (BPCA) of 2002 mandates that during
the first year that a drug receives market exclusivity, any reports of adverse events
will be referred to the Office of Pediatric Therapeutics (OPT) and shall be provided
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to the Pediatric Advisory Subcommittee. In support of this initiative, ODS staff pro-
vides reviews of these adverse event reports to OPT and OND.

Question 2. Merck, the manufacturer of Vioxx, conducted the VIGOR trial to sup-
port a new indication for the drug. It is my understanding that the sponsor of a
drug application proposes labeling language for new indications. When did Merck
first propose new labeling language after the VIGOR trial? How long after the first
draft label was received did FDA respond with comments on Merck’s proposal? How
many rounds of changes did it take to finalize the label?

Answer 2. FDA began discussions with Merck (also referred to as the sponsor)
about labeling changes for Vioxx after completing the review of the multiple data
sets provided by Merck over the spring and summer of 2001. FDA transmitted
changes on October 10, 2001, to the sponsor’s original labeling changes submitted
as part of NDA 21-042/S007 on June 29, 2000.

The sponsor’s response was received on November 6, 2001. Merck’s response had
little change from the original proposed label that accompanied the NDA supple-
ment submitted in June 2000. A telecon was arranged with the sponsor and Divi-
sion of Anti-Inflammatory, Analgesic and Ophthalmologic Drug Products (DAAODP)
explained its position regarding the sponsor’s annotations to their counterproposal
of November 6, 2001. This telecon took place on November 21, 2001. DAAODP re-
quested that the sponsor reconsider its proposal in light of the division’s comments
and resubmit the proposal.

Merck submitted a revised response on December 5, 2001. Because there were
still substantial differences between the sponsor’s and the division’s positions, the
division presented an update of the labeling discussions regarding cardiovascular
(CV) safety at a predecisional meeting at the Center level on January 6, 2002. This
venue allows for open discussion of difficult issues with experienced leaders in the
Center. There was consensus that the data from the various large databases was
of concern and that labeling should include information related to CV findings asso-
ciated with Vioxx. This was similar to comments made by multiple Committee mem-
bers at the February 2001 meeting.

FDA transmitted a response to Merck on January 7, 2002. A telecon with Merck
took place January 30, 2002. There were still substantial differences between Merck
and the division. FDA continued labeling discussions with Merck in teleconferences
on February 8 and 20, and March 7 and 20, 2002, until a final label was issued
on April 11, 2002.

In April 2002, FDA approved the rheumatoid arthritis indication along with label-
ing changes that included the results of VIGOR study and changes to the Pre-
cautions, Drug Interactions and Dosage and Administration sections of the label to
reflect all that was known at the time about the potential risk for CV thrombotic
events in Vioxx.

Question 3. Could you describe how staff private-sector experience and financial
holdings are reviewed to identify potential conflicts of interest when determining
who should be involved in review, approval, and post-market monitoring of a drug?

Answer 3. All employees of FDA are subject to criminal conflict of interest stat-
utes including Title 18, United States Code (U.S.C.) 208, Acts Affecting a Personal
Financial Interest, the Standards of Ethical Conduct for Employees of the Executive
Branch, and the Supplemental Standards of Conduct for Employees of the Depart-
ment of Health and Human Services. FDA employees who work on drug reviews at
the GS-13 level and higher are generally prohibited from holding stock in a signifi-
cantly regulated company. Employees who come from the private sector may not
work on issues related to their previous employer for a period of 1 year after the
employment relationship has ceased. If the required disqualification period Title 5,
Code of Federal Regulations (CFR) § 2635.502 has expired, FDA has an unwritten
policy on ‘‘reviewing one’s own work’’ and would require the employee to be recused
from working on the product. FDA’s Ethics and Integrity Staff conduct reviews of
the financial disclosure reports filed by FDA employees and provide advice on
recusal obligations as needed.

Employees not required to file a financial disclosure form (generally administra-
tive positions, and scientific positions GS-12 and lower) may hold up to $15,000 of
stock in a company and participate in a matter affecting that company. This deter-
mination is in concert with the regulatory waiver issued by the Office of Govern-
ment Ethics, CFR 2640. New employees are required to receive a 1-hour ethics ori-
entation. Ethics’ New Employee Orientation covers a variety of topics including fi-
nancial interest restrictions, outside employment, impartiality in performing official
duties as well as an overview on the Office of Government Ethics Standards of Ethi-
cal Conduct, DHHS Supplemental Standards of Conduct and the Criminal Conflict
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of Interest Statutes. Information on FDA’s Ethics program is also available on the
FDA Ethics website: http://www.fda.gov/opacom/ethics/.

Employees are informed of the rules and regulations and are responsible for com-
plying with these rules. The Ethics and Integrity Staff are available to assist em-
ployees and their managers when questions arise regarding the ethics requirements.

RESPONSE TO THE QUESTION OF SENATOR GREGG BY SANDRA KWEDER, M.D.

Question. During the hearings, when questioned about whether the FDA needed
additional authority to require label or labeling changes on prescription drug prod-
ucts it appeared that Dr. Sandra Kweder and Dr. Janet Woodcock—the FDA wit-
nesses at each of the hearings—responded differently to the question. Does FDA
have adequate authority for the drug approval and postmarket surveillance proc-
esses? Does FDA need any additional authority to require label or labeling changes
on drug products, to require phase IV clinical trials, or to withdraw marketed drug
products? Does FDA need any additional authority to ensure the safety and efficacy
of new and marketed drugs?

Answer. We do not believe new statutory authority is needed. We will use all ex-
isting regulatory authority and enforcement powers when negotiating label changes
with drug companies or when monitoring or managing drug safety issues. In most
cases, FDA and the sponsor are able to reach agreement on the labeling text fairly
quickly (a few weeks). As Dr. Janet Woodcock testified on March 3, 2005, a key fac-
tor in labeling changes is that once a label change is made, old labels in paper form
are still in distribution and it takes time to get newer labels into circulation. Dr.
Woodcock testified that the new strategy of posting drug safety information sooner
using the Drug Watch mechanism will help alleviate that factor because it will en-
able FDA to get information directly to the people who need it in a timely manner.

In addition to the Drug Watch web page, our February 15, 2005, announcement
included plans to create a new Drug Safety Oversight Board (DSB) to provide inde-
pendent oversight and advice on the management of important drug safety issues
and to manage the dissemination of certain safety information through FDA’s
website to health care professionals and patients. For more information on this ini-
tiative, please visit: http://www.fda.gov/oc/factsheets/drugsafety.html. Also, FDA
is intensifying our current efforts to provide the public with the most important in-
formation for the safe and effective use of drugs in patient-friendly language. Two
tools, Patient Information Sheets and Health care Information Sheets, will allow
FDA to deliver emerging safety information to patients and health care providers.

To carry out these enhancements, the Agency’s fiscal year 2006 budget request
includes an increase of $5 million for the Office of Drug Safety, bringing total fund-
ing to $22.9 million (a nearly 25 percent increase).

RESPONSE TO QUESTIONS OF SENATOR HATCH BY SANDRA KWEDER, M.D.

Question 1. You stated that it would be helpful for FDA to have a stronger ability
to require changes in labeling to address emerging safety issues. Doesn’t FDA al-
ready have extensive authority to affect labeling changes under the misbranding
provisions of the Federal Food, Drug, and Cosmetic Act (FDC Act)? For instance,
Section 502(f) of the FDC Act states that a drug is misbranded if its labeling fails
to bear ‘‘such adequate warnings . . . as are necessary for the protection of users.’’
Likewise, Section 502(j) provides that a drug is misbranded if it is ‘‘dangerous to
health’’ when used according to its labeling. Why aren’t these provisions adequate
to empower FDA to require labeling changes when new safety issues are identified?
How would additional authority provide more power than FDA’s existing misbrand-
ing authority?

Answer 1. You are correct that FDA presently has authority to affect labeling
changes under the misbranding provisions of the Federal Food, Drug, and Cosmetic
(FD&C) Act. Accordingly, we do not believe new statutory authority is needed. We
will use all existing regulatory authority and enforcement powers when negotiating
label changes with drug companies or when monitoring or managing drug safety
issues.

Further, cooperation between FDA and its regulated industries has proven over
the years to be the quickest and most reliable method to remove potentially dan-
gerous products from the market. This method has been successful because it is in
everyone’s interest to remove unsafe products from the market as soon as possible.
Manufacturers carry out most withdrawals of FDA regulated products voluntarily.
In some instances, a company makes a discovery that results in initiation of a with-
drawal by the company. In other cases, FDA informs a company of new findings and
suggests or requests a withdrawal. Usually, the company will comply. FDA encour-
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ages health care practitioners and consumers to use drug products as directed in
product labeling and within a product’s intended population.

Question 2. You also stated that labeling negotiations between FDA and sponsors
usually are not a problem. Can you please expand on this statement? How often do
sponsors and the FDA agree on labeling changes in a timely manner? In your opin-
ion, are significant delays rare?

Answer 2. Significant delays in labeling negotiations are rare. In most cases, FDA
and the sponsor are able to reach agreement on the labeling text fairly quickly (a
few weeks). However, in some cases FDA and the sponsor remain far apart on inter-
pretation of the data and proposed labeling text. In those cases it may be necessary
to have meetings with the sponsor involving upper level CDER management and/
or to seek the advice of an advisory committee.

CDER has established internal review goals of no more than 180 days to complete
changes to labeling. In many cases, such as where the change involves the addition
of new safety information, the labeling changes may be submitted under FDA regu-
lations as a Changes Being Effected (CBE) Supplement. These regulations allow the
sponsor to implement the changes prior to specific FDA review and approval. The
prioritization of review of labeling supplements within CDER is based on a variety
of factors, but most importantly the significance of the change and the potential im-
pact of the change to furthering the safe and effective use of the drug. Some of the
factors that CDER considers include the seriousness of the new information with
regard to the health risk posed, the change it represents from the current label, the
benefits provided to physicians and patients, the seriousness of the condition the
drug is intended to treat, and the number of patients potentially affected. Addition-
ally, the quality of the new safety data may vary from ironclad evidence of a prob-
lem to only a subtle suggestion of a signal.

In most cases, the sponsor of the application submits draft text for the new label-
ing along with supporting data and other information for FDA review. The amount
of supporting information can vary from a few pages to many volumes of reports
of newly completed analyses of existing or newly completed studies. Following FDA’s
review of the data, FDA makes any necessary changes to the sponsor’s draft label-
ing text and sends the revised labeling back to the sponsor. Depending on the de-
gree of agreement or disagreement between FDA and the sponsor on the interpreta-
tion of the data and the new labeling text, there may be additional rounds of back
and forth exchange of draft labeling text.

In all cases, CDER strives to ensure that significant new safety information is
communicated to the public as quickly as possible. Sometimes this communication
occurs via changes to the labeling and in other cases it occurs through other mecha-
nisms such as Public Health Advisories even while the discussions with the sponsor
regarding the final labeling text are proceeding.

As part of its new safety initiatives, FDA is committed to making the process of
communicating new safety information about drugs even more transparent and ef-
fective, and we have already taken steps to implement those goals such as posting
physician and patient information sheets on FDA’s website and the issuance of Pub-
lic Health Advisories.

Question 3. During the March 1, 2005 hearing, Dr. Scott Gottlieb of the American
Enterprise Institute stated that the labeling process benefits from a vigorous dia-
logue between FDA and the drug sponsor. Do you agree that there is value in the
process of discussing labeling changes with a sponsor? Dr. Gottlieb also stated that
providing additional authority to permit FDA to impose labeling changes on spon-
sors could result in less effective risk communication because it likely would cir-
cumscribe this important dialogue process. Do you agree that this is a risk?

Answer 3. FDA agrees that there is value in the process of discussing labeling
changes with a sponsor.

As noted above, we do not believe new statutory authority is needed. We will use
all existing regulatory authority and enforcement powers when negotiating label
changes with drug companies or when monitoring or managing drug safety issues.

In general, cooperation between FDA and its regulated industries has proven over
the years to be the quickest and most reliable method to remove potentially dan-
gerous products from the market. This method has been successful because it is in
everyone’s interest to remove unsafe products from the market as soon as possible.
Manufacturers carry out most withdrawals of FDA regulated products voluntarily.
In some instances, a company makes a discovery that results in initiation of a with-
drawal by the company. In other cases, FDA informs a company of new findings and
suggests or requests a withdrawal. Usually, the company will comply. FDA encour-
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ages health care practitioners and consumers to use drug products as directed in
product labeling and within a product’s intended population.

We cannot speculate whether additional authority would result in less effective
risk communication between FDA and sponsors. FDA will continue to work with
Congress to ensure it has sufficient authority in drug safety matters, and will con-
tinue to work with sponsors to make safe and effective drug products available to
those who need them as fast as possible without compromising safety and efficacy.

Question 4. In your testimony you stated that FDA will be implementing a new
initiative to ensure that established and emerging drug safety data are quickly
available to health care providers and the public in an easily accessible form. In the
rare instances where FDA and a sponsor cannot reach agreement in a timely man-
ner on appropriate labeling changes, wouldn’t this initiative provide an effective
mechanism for FDA to notify health care providers and the public of important new
safety concerns with the product in question?

Answer 4. Yes. Simultaneous with FDA’s labeling discussions with the manufac-
turers, FDA strives to inform public health professionals of what is known about
safety risks associated with products of concern through public health advisories
and updates on FDA’s website. FDA’s new drug safety initiatives will improve trans-
parency by providing emerging information to health care providers and patients
about the risks and benefits of medicines.

Senator Kennedy

RESPONSE TO QUESTIONS OF SENATOR KENNEDY BY SANDRA KWEDER, M.D.

Question 1. In the VIGOR trial, compared with naproxen, Vioxx at 50 mg in-
creased the risk of heart attacks by a factor of 5. At that dose, the approved indica-
tion was the short-term treatment of acute pain. Please provide all drafts of the for-
mal or informal FDA risk-benefit analyses that, in the light of the VIGOR results,
supported the continued marketing of the 50 mg strength of Vioxx. Do these risk-
benefit analyses still seem reasonable to you?

Answer 1. FDA carefully considered all the CV findings from the VIGOR study,
and available data from other trials, in assessing the impact of the VIGOR data on
the continued safe use of the drug. FDA presented the results of the VIGOR study
at a public Arthritis Advisory Committee meeting on February 8, 2001. The GI, CV,
and general safety results of the VIGOR study were presented and discussed exten-
sively. The expert panel, which included two cardiologists, recommended that both
the positive GI information (reduced risk of serious gastrointestinal bleeding versus
naproxen) as well as the potential increased risk of CV events (compared to
naproxen) be included in the label. The panel did not recommend withdrawal of the
50 milligrams (mg) dose from the market.

Vioxx 50 mg was originally approved only for the short-term management of acute
pain. Based on the data available to FDA at that time, we concluded that the poten-
tial risk of short-term use of VIOXX 50 mg did not outweigh the potential benefits.
FDA did however, request changes to the VIOXX labeling that were implemented
that specifically stated that the prolonged use of the 50 mg dose was not rec-
ommended and that the maximum recommended dose for prolonged use in osteo-
arthritis and rheumatoid arthritis was 25 mg daily.

FDA’s analysis of VIOXX was based on our assessment of the available data, the
recommendations from the advisory committee, and our best judgment of the poten-
tial benefits of the drugs compared to the potential risks of the drug when used ac-
cording to the recommendations included in the revised labeling.

As you know, FDA convened a joint meeting of the Arthritis Advisory Committee
and the Drug Safety and Risk Management Advisory Committees in February 2005
to discuss overall benefit to risk considerations, including CV and GI safety concerns
for COX-2 selective non-steroidal anti-inflammatory drugs (NSAIDs). The Advisory
Committees analyzed all available information from recent studies of Vioxx,
Celebrex, Bextra, naproxen, and other data for non-selective NSAIDs and COX-2 se-
lective products.

Following the joint meeting, FDA scientists conducted a thorough internal review
of the available data regarding CV safety issued for COX-2 selective and non-selec-
tive NSAIDs. It was determined that Bextra was associated with an approximately
two-fold increased risk of serious CV events compared to placebo. On April 6, 2005,
FDA completed a ‘‘Decision Memo—Analysis and Recommendations for Agency Ac-
tion—COX-2 Selective and Non-Selective NSAIDs’’ based upon the internal review.
The Decision Memo stated that, based upon detailed conclusions, the Agency should
ask the manufacturer of Bextra, Pfizer Pharmaceuticals, to voluntarily remove
Bextra from the U.S. market. Pfizer agreed to do so.
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On April 7, 2005, FDA issued the enclosed Public Health Advisory, indicating that
the Agency had asked Pfizer to voluntarily remove Bextra from the U.S. market.
The Agency is also asking manufacturers of all marketed prescription NSAIDs, in-
cluding Celebrex (celecoxib) to revise the labeling (package insert) for their products
to include a boxed warning, highlighting the potential for increased risk of CV
events and the well described, serious, potential life-threatening GI bleeding associ-
ated with their use.

Further, manufacturers of non-prescription (over-the-counter) NSAIDs are also
being asked to revise their labeling to provide more specific information about the
potential CV and GI risks of their individual products and remind patients of the
limited dose and duration of treatment of these products in accordance with the
package instructions. In addition, FDA advised the public to contact their health
care providers to see if other marketed NSAIDs may be helpful in treating their
pain. For more information on FDA’s recent actions, please visit: http://
www.fda.gov/cder/drug/infopage/COX2/default.htm.

Regarding the Senator’s request for ‘‘all drafts of the formal or informal FDA risk-
benefit analyses that, in the light of the VIGOR results, supported the continued
marketing of the 50 mg strength of Vioxx, these were supplied to the Arthritis Advi-
sory Committee and the Drug Safety and Risk Management Advisory Committee in
connection with their February 2005 meeting where they analyzed all available in-
formation from recent studies of non-selective NSAIDS and COX-2 selective drug
products.’’ The information is available online at: http://www.fda.gov/ohrms/dock-
ets/ac/05/briefing/2005-4090b1-01.htm.

Question 2. Some have estimated that thousands of people suffered fatal heart at-
tacks or strokes because they used Vioxx. You have described these as ‘‘theoretical
deaths.’’ What did you mean by that statement?

Answer 2. Studies that project the numbers of deaths from adverse drug reactions
are usually epidemiological studies. Epidemiology takes certain information that is
received and attempts to apply that information to the entire population. Conclu-
sions from this data are not conclusive, but are merely estimates. Any epidemiolog-
ical study that says a million patients suffered adverse events is a theoretical esti-
mation of the total adverse drug reactions that is derived by extrapolating the ac-
tual numbers observed to the population as a whole. Therefore, these can be consid-
ered ‘‘theoretical’’ deaths. The accuracy of projection is highly dependant on the ac-
curacy of the information, methodology, and assumptions used in the study. While
theoretical deaths are estimates and must be distinguished from confirmed deaths,
this nevertheless provides valuable information about potential outcomes, and FDA
takes this information very seriously in determining whether to revise the risk/bene-
fit profile for a particular drug.

Question 3. FDA officials have suggested that Dr. David Graham’s research on
Vioxx was flawed and attempted to delay or block its publication and to undermine
his integrity as a scientist.

Answer 3. Dr. Graham was the sole FDA investigator on the study with Kaiser
on Vioxx and other drugs. At the time comments were made, other FDA scientists
had not been able to review the full study documentation, and thus, independently
confirm the scientific assumptions and accuracy of the reported findings. FDA’s re-
view had been limited to the final work products provided by Dr. Graham, which
included 2 abstracts, a poster presentation, a study report, and a draft manuscript.

Dr. Graham worked with scientists outside of FDA on the Vioxx study on this
rather complex epidemiologic design, which included use of statistical scoring to try
to compare the sicker patients receiving COX-2 agents to those receiving traditional
NSAIDs. Of particular concern to FDA officials was their incidental discovery that
in May 2004, Dr. Graham and his collaborators had published findings with the
Conference Proceedings of the American College of Rheumatology that were notably
different from their findings in August-September 2004. Analysis and review by
FDA officials could find no simple or satisfactory explanation for the differences, and
so they made their concerns known to Dr. Graham. When Dr. Graham did not ad-
dress these concerns, FDA officials made them known to the Lancet.

Dr. Graham eventually provided a partial response to FDA concerns about his
study, and in that response noted that several analytic and quality control errors
had occurred in the conduct of the study. Full explanation or documentation of the
Vioxx study still has not occurred. Its reported results continued to vary until its
final publication in the Lancet. Major FDA concerns were addressed, and so the
study was cleared with an FDA disclaimer. Full FDA endorsement of the study
would require the typical rigorous FDA review process of the full study documenta-
tion. As detailed elsewhere, FDA scientific review standards often exceed those of
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scientific journals? peer review, since FDA requirements capture design limitations,
errors, and modifications often unknown to journal reviewers.

By way of background information, Dr. Graham initiated his Vioxx study with su-
pervisory agreement in 2001. In February 2004, Dr. Graham submitted an abstract
to the International Society for Pharmacoepidemiology for presentation at the
group’s August 2004 meeting in Bordeaux, France. The abstract included no results.
Dr. Graham submitted his written results and conclusions as a poster presentation
to his ODS supervisors for their review and clearance on August 11, 2004. In the
course of FDA review and clearance of the proposed poster presentations, several
FDA scientists in ODS and OND raised questions about the methods and conclu-
sions in the poster. Like most posters, the proposed poster presented the study
methods, results, and conclusions in an abbreviated form and so did not describe
the study methodology in a sufficiently complete form to allow others in FDA to re-
view it and determine whether they agreed with its methods and conclusions.

Dr. Graham voluntarily chose to revise his conclusions based on FDA official
input and traveled to France to present it. Upon his return, Dr. Graham’s ODS su-
pervisors asked him to submit a draft study report detailing his methods and his
findings and this was done on September 30, 2004. It was in the review of this
study report and accompanying draft manuscript that FDA officials found and
raised the concerns described at the beginning of this response.

Question 4. Do you believe that his studies are flawed? If so, how? Don’t you be-
lieve that publication of research in a peer-reviewed journal, as Dr. Graham was
pursuing for his study, is the best process for evaluating the strengths and weak-
nesses of scientific data?

Answer 4. Again, FDA places great importance on Dr. Graham’s work. However,
publication in a scientific journal is not always the best process for evaluating the
strengths and weakness of scientific data. Over the years, FDA has drawn attention
in letters-to-the-editor of scientific journals of selective and favorable publication of
study findings where FDA’s own review standards (including independent review of
primary data according to pre-established study endpoints) showed otherwise. FDA
reviewers operate under strict rules pertaining to financial conflict of interest, such
that editors of prestigious medical journals have specifically sought FDA reviewers
as being the most free of financial and intellectual conflicts of interest.

First, it is a standard practice for FDA employees to have their work peer-re-
viewed according the Agency’s longstanding process. This is critical for reasons of
data quality and validity, since no individual can fully and objectively critique his
own work. Without peer review, studies risk errors in their methods, findings, and
conclusions from overlooked problems and flawed assumptions. Such errors can ad-
versely affect the public health by misleading the scientific and medical commu-
nities about safety or efficacy information that is incorrect. Sound science depends
on a rigorous peer-review process to ensure that any assumptions and conclusions
made are scientifically valid.

In addition, each journal’s peer review process is not identical. They vary in the
extent of and thoroughness of their expert review. Some journals ask for primary
study data to be made available to them, while others do not. Peer reviewers may
be misinformed if the data that are shared with them have been ‘‘cleaned’’ or other-
wise edited without their knowledge.

Further, FDA is always open to ideas to make its drug safety program even bet-
ter. Acting Commissioner Lester M. Crawford recently announced a five-step plan
to strengthen FDA’s drug safety program, including an Institute of Medicine (IOM)
study to evaluate the current drug safety system. In an effort to improve the current
process immediately, CDER has instituted a program to formally address the opin-
ions of dissenting scientific reviewers to ensure that the decision-making process is
transparent. For more information on this plan, please visit: http://www.fda.gov/
bbs/topics/news/2004/NEW01131.html.

In addition, FDA will enhance the independence of internal deliberations and de-
cisions regarding risk/benefit analyses and consumer safety by creating an inde-
pendent DSB. The DSB will oversee the management of important drug safety
issues within CDER. The DSB will comprise members from FDA and medical ex-
perts from other HHS agencies and government departments (e.g., Department of
Veterans Affairs) who will be appointed by FDA’s Commissioner. The board also will
consult with other medical experts and representatives of patient and consumer
groups. For more information on this initiative, please visit: http://www.fda.gov/
oc/factsheets/drugsafety.html. CDER’s Manual of Policies and Procedures has been
updated to reflect the organization of the DSB; you may view this document by vis-
iting: http://www.fda.gov/cder/mapp/4151-3.pdf.
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Question 5. You explained in your testimony that FDA is required to disclose to
the public its medical and clinical pharmacology reviews of studies conducted under
the pediatric exclusivity provision. You also say how rich and valuable this source
of information is for pediatricians. Why shouldn’t such disclosure be the rule for all
drug applications? Why should other patients and their doctors be routinely denied
this information, as is the case now?

Answer 5. Outside of the scope of the Best Pharmaceuticals for Children Act, the
Agency generally may not publicly disclose information contained in investigational
NDAs, unapproved NDAs, or unapproved supplemental NDAs. Only after an NDA
or supplemental NDA is approved can the Agency make public certain summary in-
formation regarding the safety and effectiveness of the product for the approved in-
dication.

FDA is open to any recommendations that the IOM study may make in this area.
In the meantime, the Agency is moving forward with the creating of the ‘‘Drug
Watch’’ web page for emerging data and risk information and increased use of con-
sumer-friendly information sheets written especially for health care professionals
and patients. These specific proposals, announced on February 15, 2005, by HHS
Secretary Mike Leavitt and Acting FDA Commissioner Lester M. Crawford, are im-
mediate and fundamental steps to improve the way FDA manages drug safety infor-
mation. FDA has recently issued a draft guidance entitled, ‘‘FDA’s ‘Drug Watch’ for
Emerging Drug Safety Information,’’ which articulates the Agency’s current think-
ing on the topic. This draft guidance is open for public comment and may be viewed
by visiting: http://www.fda.gov/cder/guidance/6657dft.pdf.

Question 6. You testified that a drug stays on the market if the benefit exceeds
the risk its intended use and intended population. Suppose a drug is killing people
for an off-label use or outside its intended population. Can the FDA take it off the
market?

Answer 6. If a company does not voluntarily withdraw an unsafe product from the
market, FDA can pursue a variety of legal action under the Federal Food, Drug, and
Cosmetic Act. These legal actions include seizure of available product, and/or injunc-
tion of the firm, including a court request for recall of the product. FDA can also
initiate administrative proceedings to withdraw the approval of the drug product.
Cooperation between FDA and its regulated industries has proven over the years
to be the quickest and most reliable method to remove potentially dangerous prod-
ucts from the market. This method has been successful because it is in everyone’s
interest to remove unsafe products from the market as soon as possible. Manufac-
turers carry out most withdrawals of FDA regulated products voluntarily. In some
instances, a company makes a discovery that results in initiation of a withdrawal
by the company. In other cases, FDA informs a company of new findings and sug-
gests or requests a withdrawal. Usually, the company will comply. FDA encourages
health care practitioners and consumers to use drug products as directed in product
labeling and within a product’s intended population.

Question 7. Did the FDA’s passive post-market adverse event surveillance system
produce any signal that Vioxx or other COX-2 drugs were causing heart attacks or
strokes? If not, what enhancements to post-market surveillance are needed?

Answer 7. During early surveillance after marketing, the Division of Drug Risk
Evaluation within CDER’s Office of Drug Safety examined the passive surveillance
system several times looking for adverse events of heart attacks or strokes associ-
ated with COX-2 agents. None of these reviews was able to convincingly discern
whether these adverse outcomes were likely related to COX-2 use. This inconclusive-
ness is due to an inherent limitation of passive surveillance systems in detecting
an elevation in the risk of a commonly occurring adverse event such as a heart at-
tack or stroke.

Passive surveillance systems are incomplete in the number and nature of the re-
ports they receive. As a consequence, only unusual or distinctive drug-related ad-
verse events stand out as safety signals (e.g., liver failure, Torsade de Pointes (TdP),
Stevens Johnson syndrome.)

Expansion or refinements to FDA’s adverse event reporting system are unlikely
to help the system discern whether a relatively common condition or outcome with
other probable causes such as heart attack or stroke is caused by a drug. Individual
case reports cannot reliably answer such a question unless the person is distinc-
tively free of risk factors for the adverse event in question.

Determining if the risk of a common event is elevated by a drug product with long
term use is probably best assessed by population-based studies, where people receiv-
ing the drug are compared to a similar group of individuals who have not received
the drug. The best population-based studies of this type would be randomized clini-
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cal trials, where patients of similar illness and risk factors are randomly assigned
either to drug treatment or placebo. Observational epidemiologic population studies
are much more difficult to conduct and interpret since people who are prescribed
drugs are often sicker and have more risk factors than people who do not receive
drugs. This is called confounding by indication. Complex statistical corrections (also
known as controlling for differences) are done in an attempt to make the compari-
sons fairer. This can be difficult in some cases, such as in the Kaiser study where
the patients who were prescribed COX-2 agents had many more risk factors for CV
disease at the outset than the people who were not prescribed these drugs. Such
a baseline imbalance makes interpreting epidemiologic analyses difficult.

Question 8. You stated that any person who experienced reduced pain while using
Vioxx benefited from using the drug. Do you also think that it was safe for them
to take it?

Answer 8. ‘‘Safe’’ is not an absolute term when discussing drugs. All drugs have
risks. A physician who prescribed Vioxx should have been knowledgeable about drugs
risks and benefits so as to make the best choice of therapy for a patient. FDA takes
very seriously its role in making sure that the official labeling for a drug reflects all
that is known about the benefit/risk profile of the medication.

FDA worked diligently to change the Vioxx label after the VIGOR study results.
In September 2004, after Merck’s withdrawal of Vioxx from the market, FDA issued
a Public Health Advisory stating that the risk that an individual patient taking
Vioxx will suffer a heart attack or stroke related to the drug is very small but not-
ing that patients who are currently taking Vioxx should contact their physician for
guidance regarding discontinuation and alternative therapies.

In December 2004, the Agency issued another Public Health Advisory following
recently released data from controlled clinical trials showing that the COX-2 selec-
tive agents (Vioxx, Celebrex, and Bextra) may be associated with an increased risk
of serious CV events (heart attack and stroke) especially when they are used for
long periods of time or in very high risk settings (immediately after heart surgery).
In this Public Health Advisory, FDA noted that physicians prescribing Celebrex
(celecoxib) or Bextra (valdecoxib), should consider this emerging information when
weighing the benefits against risks for individual patients, that patients who are at
a high risk of GI bleeding, have a history of intolerance to non-selective NSAIDs,
or are not doing well on non-selective NSAIDs may be appropriate candidates for
COX-2 selective agents, and that individual patient risk for CV events and other
risks commonly associated with NSAIDs should be taken into account for each pre-
scribing situation.

Most recently, following the joint meeting of FDA’s Arthritis and Drug Safety and
Risk Management Advisory Committees, Agency scientists conducted a thorough in-
ternal review of the available data regarding CV safety issued for COX-2 selective
and non-selective NSAIDs. It was determined that Bextra was associated with an
approximately two-fold increased risk of serious CV events compared to placebo. On
April 6, 2005, the FDA issued a ‘‘Decision Memo—Analysis and Recommendations
for Agency Action—COX-2 Selective and Non-Selective NSAIDs’’ (copy enclosed)
based upon the internal review. The Decision Memo stated that, based upon de-
tailed conclusions, the Agency should ask the manufacturer of Bextra, Pfizer Phar-
maceuticals, to voluntarily remove Bextra from the U.S. market. Further, the Deci-
sion Memo stated that if Pfizer did not agree to remove Bextra from the U.S. mar-
ket, FDA would initiate the formal withdrawal procedures.

On April 7, 2005, FDA issued the enclosed Public Health Advisory, indicating that
the Agency had asked Pfizer to voluntarily remove Bextra from the U.S. market.
The Agency is also asking manufacturers of all marketed prescription NSAIDs, in-
cluding Celebrex (celecoxib) to revise the labeling (package insert) for their products
to include a boxed warning, highlighting the potential for increased risk of CV
events and the well described, serious, potential life-threatening GI bleeding associ-
ated with their use. Pfizer has suspended marketing of Bextra at this time.

Further, manufacturers of non-prescription (over-the-counter) NSAIDs are also
being asked to revise their labeling to provide more specific information about the
potential CV and GI risks of their individual products and remind patients of the
limited dose and duration of treatment of these products in accordance with the
package instructions. In addition, FDA advised the public to contact their health
care provider to see if other marketed NSAIDs may be helpful in treating their pain.
For more information on FDA’s recent actions, please visit: http://www.fda.gov/
cder/drug/infopage/COX2/default.htm.

Sincerely,
PATRICK RONAN,

Assistant Commissioner for Legislation.
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1 FDA/ICH ‘‘Guidance for Industry: Good Clinical Practice: Consolidated Guidance’’ (April
1996) available at http://www.fda.gov/cder/guidance/959fnl.pdf.

RESPONSE TO QUESTIONS OF SENATOR ENZI BY NANCY DAVENPORT-ENNIS

Question 1. In light of recent controversies, some people have proposed requiring
longer-term and larger studies of drugs before they are approved. Could you com-
ment on whether and how this might impact patients?

Answer 1. Time is a highly precious commodity to someone diagnosed with a life
altering and/or life threatening condition like cancer, AIDS, or diabetes. The diag-
nosis not only impact the patient, but also their families, friends and communities.
When you are suffering from a potentially fatal or severely debilitating disease, you
shouldn’t have to wait any longer than is necessary for the FDA to approve new
medical products. Any attempt to mandate longer or larger clinical trials would ob-
viously increase the length of time before patients would have access to new prod-
ucts if they are deemed safe and effective. When you are suffering and dying, the
risk/benefit ratio of significantly different than in patient populations in other cir-
cumstances.

The process for the review of new drugs draws upon the most complete and appro-
priate medical evidence collected through carefully-controlled clinical trials, the ex-
pert judgment of FDA staff, and the advice of patients and doctors on the advisory
committees. Approval comes down to decisions about how much risk and uncertainty
should be tolerated and, in turn, depends on the strength of the evidence on the
benefits that a new drug or device will provide. The invariable feature of drug devel-
opment is that no matter how extensive or carefully designed the pre-approval clini-
cal trials, a full understanding of benefit and risk is possible only after millions of
patients have been treated, often times, for many years.

Such decisions about the size and length of a trial should continue to be conducted
on a case-by-case basis by scientific and medical experts who are the most qualified
and best equipped to make decisions about the design of clinical trials and who have
experience that may be very similar. That is not to say that in some cases, a longer
and/or larger clinical trial might be appropriate for the proper evaluation of a pro-
posed product’s safety and efficacy, even if that means a potentially longer waiting
period for patients. For example, a longer trial may be necessary in order to detect
delayed toxicities. A larger number of trial participants may be necessary in order
to detect very uncommon toxicities. However, this decision should be determined on
a case-by-case basis by the clinical trial Institutional Review Board (IRB).

However, in many cases, smaller and/or shorter clinical trials may be sufficient
for the rigorous evaluation of a new product.. Because the appropriate clinical trial
design may vary greatly depending on the specific human testing proposed and
what the testing is intended to demonstrate, imposing a uniform requirement that
all clinical trials should include a greater number of subjects or extend for a greater
length of time would not be scientifically grounded. IRBs in both hospital and clini-
cal settings have historically been charged with answering those questions.

Our preliminary background research on the matter revealed that current FDA
regulations provide conceptual parameters for different phases of trials (i.e., Phases
1, 2, and 3), but they do not specify a standard number of subjects in, or lengths
of time for, clinical trials to support a new drug application. Companies are required
to justify the size and length of study in their clinical protocol, which is submitted
to FDA prior to initiation of the study as well as through the IRB that will monitor
and track clinical trial status. FDA does not require a particular number of

patients or length of follow-up. Rather, the appropriate sample size is derived
strictly from statistical calculations, and the length of follow-up is dependent on the
safety and efficacy endpoints being measured. We believe these standards are suffi-
cient to ensure that both safety and efficacy can be proven.

FDA recommends that applicants follow the ‘‘Guidance for Industry: Good Clinical
Practice’’ in developing clinical studies.1 This Guidance was developed in conjunc-
tion with the International Conference on Harmonization (‘‘ICH’’), and provides uni-
fied standards applicable to studies intended to generate clinical data for submission
to regulatory authorities in the United States, European Union, and Japan, thus so-
cializing data from country to country for enhanced reporting of clinical trial activi-
ties and results.

The exciting news for present and future patients is that scientific discovery, par-
ticularly in emerging fields such as genomics and proteomics, is laying the founda-
tion for an ability to effectively gauge safety and efficacy through smaller and per-
haps shorter clinical trials. For example, diagnostic tools are being developed that
will allow physicians to identify those patients with a particular type of cancer or
those who are likely to develop a particular type of cancer, and then match those
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patients with the best available treatment or preventive option for that specific can-
cer. This technology might also dramatically improve the safety of trials as well.

FDA is taking new steps to develop better information about pharmacogenomics—
the differences in the way people respond to drugs and the types and dosages of
medications from which they are most likely to benefit and least likely to suffer an
adverse event. The application of this knowledge will provide the ability to screen
patients for their level of susceptibility to certain side effects, which will help physi-
cians determine in advance which clinical trials and/or treatment options may be
the most appropriate in terms of balancing safety and efficacy. (There is a recent
example of this in the approval of the Roche AmpliChip Cytochrome P450
Genotyping test; please see http://www.fda.gov/cdrh/mda/docs/k042259.html).

Thus, science is rapidly developing a capacity to identify the best candidates for
particular clinical trials from both a safety perspective and an efficacy perspective,
which in many cases would provide an opportunity to conduct smarter, shorter,
smaller, and safer clinical trials. With the emergence of this technology already on
the horizon, a requirement for longer and larger clinical trials could prevent one of
the most useful applications of such advancements. Consequently, such require-
ments could unnecessarily expose patients to greater risk for longer periods of time
and unnecessarily impose additional burdens in terms of time and resources on
those who design and conduct clinical trials.

The length and size of the clinical trial is one of the most expensive aspects of
the research and development process. According to recent industry estimates pub-
lished by Cutting Edge Information, the average per-patient cost of a Phase I trial
is about $5,500; the average for a Phase II trial is $6,500; and the average Phase
III trial costs more than $7,600 per patient. A widely cited study on drug develop-
ment costs conducted by Tufts University estimates that the average per patient
cost to conduct clinical trials is $23,572. The National Cancer Institute (NCI) esti-
mated that its average per patient cost for a clinical trial ranged from $3,861 to
$6,202 (depending upon the year) for the DCP Cooperative Group Treatment Trials
conducted between 1993 and 1999.

Any mandate for larger and longer clinical trials would dramatically increase the
overall cost of research and development. Such increases could have a chilling effect
on the pace of scientific discovery.

Fortunately, the continued development of new, scientifically based capacities to
enable shorter, smaller, and smarter clinical trials holds great promise for dramati-
cally reducing the skyrocketing costs associated with the clinical trials component
of research and development. Since the cost of conducting a clinical trial sometimes
prevents companies from pursuing promising new products (particularly those that
would be used only in certain patient sub-populations), any technological advance-
ments that reduce the cost of clinical trials could provide a heretofore lacking eco-
nomic incentive to expand the scope and scale of the research and development pipe-
line to include new products for diseases and conditions that would otherwise be
considered too great of a financial risk. For many patients with limited to no treat-
ment options for their particular disease, a robust research and development pipe-
line offers them and future patients the best hope for potential improvements in
their quality of life and/or life expectancy.

Question 2. Many have called for a greater separation between the Office of New
Drugs, which is responsible for drug approvals, and the Office of Drug Safety, which
is responsible for post-market surveillance of drugs that have already been ap-
proved. Are you concerned that an independent Office of Drug Safety would only
look at risks and problems, potentially ignoring the benefits?

Answer 2. Patients and their families, physicians and caregivers must always
weigh the benefits and risks associated with a particular treatment option. Simi-
larly, we feel that the FDA must carefully weigh the benefits and risks associated
with a new drug when making decisions about approval or post marketing activity.

Safety and efficacy are the inseparable foundation of the FDA’s ability to best de-
fine the appropriate risk/benefit ratio of a product. Risk cannot be considered sepa-
rately from benefit, nor safety from efficacy. To review one without an equal meas-
ure of the other could easily lead to misjudgments and false conclusions. For that
reason, we would advise against any effort that creates new regulations or bureauc-
racy that isolates or further separates the drug safety function from the overall drug
review and monitoring process.

Rather than an independent drug safety office operating in isolation, we would
prefer strengthening of the existing Office of Drug Safety so it can do a better job
in a more timely fashion. Adding new levels of bureaucracy at FDA that only con-
sider safety without consideration for efficacy will almost certainly discourage re-
search on new therapies for deadly diseases like cancer and AIDS. Assuming they
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could even be approved, it could be difficult to keep new treatments for these dis-
eases on the market if the regulatory hurdles for safety are too high because those
drugs are likely to have some level of side effects, and they are likely to be used
in patient populations that are sick and vulnerable to adverse reactions.

Of even greater concern is how an overemphasis on safety might have a devastat-
ing impact on the advancements being made in our ability to detect deadly diseases
early or prevent them altogether. The conundrum is that the clinical testing and
medical application of new technologies for early detection and prevention will in-
volve people at risk for the specific disease who are not yet showing signs of ad-
vanced disease and may be entirely without symptoms. However, the tools for early
detection and prevention are likely to have side effects, just like any medical inter-
vention.

If the regulatory emphasis on safety is too great, it will be very difficult to get
new tools for the treatment, prevention and early detection approved and then keep
them on the market even though they may save hundreds of thousands, if not mil-
lions, of lives in the not too distant future. Such potential uncertainty can easily
discourage the public and private sectors from investing hundreds of millions of dol-
lars into the research and development of new products in this country if those
products are likely to face intense scrutiny over safety concerns regardless of their
benefits. We can evaluate the number of off-shore clinical trials toady, as opposed
to 5 years ago, and see that many US clinical trials have been moved to foreign loca-
tions. The patients of the United States would benefit greatly from additional clini-
cal trials taking part in our country.

It always has been an unfortunate but unavoidable fact that some adverse effects
may not become apparent until after a drug has been in wide or extended use. We
can hope to minimize such adverse effects and enhance the agency’s capacity to re-
port them, but we must also accept certain risks associated with beneficial drug
products.

With that in mind, we do feel strongly that the FDA can do a better job with its
post marketing surveillance activity. We applaud Dr. Lester Crawford’s announce-
ment that FDA will enhance the independence of internal deliberations and deci-
sions regarding risk/ benefit analyses and consumer safety by creating an independ-
ent Drug Safety Oversight Board (DSB). The DSB will oversee the management of
important drug safety issues within the Center for Drug Evaluation and Research
(CDER). The DSB will comprise members from the FDA and medical experts from
other HHS agencies and government departments (e.g., Department of Veterans Af-
fairs) who will be appointed by the FDA Commissioner. The board also will consult
with other medical experts and representatives of patient and consumer groups.

Another important initiative is for FDA to continue to increase the transparency
of its decision-making process by establishing new and expanding existing commu-
nication channels to provide targeted and timely drug safety and efficacy informa-
tion to the public. These channels can be used to help ensure that established and
emerging drug safety and efficacy data are quickly available in an easily accessible
form to those who will bear the risks: patients and their caregivers. The increased
openness will enable patients and their healthcare professionals to make better-in-
formed decisions about individual treatment options. To address these objectives,
the FDA must stress efficient risk management—finding the least costly approach
to achieving the most risk reduction for patients. Efficient risk management re-
quires using the best scientific data, quality standards, and efficient systems and
practices that provide clear and consistent decisions and communications for the
public and regulated industry. Although we see it only as a first step, we are
pleased that the Agency is proposing a new ‘‘Drug Watch’’ Web page for emerging
data and risk information and increased use of consumer-friendly information
sheets written especially for healthcare professionals and patients. Finally, we be-
lieve FDA will need to employ more user-friendly, automated adverse event report-
ing systems.

In order to achieve these objectives, we strongly believe additional financial re-
sources will be required. Moreover, without new resources, every dollar the FDA
shifts towards new regulations and infrastructure for safety is money taken away
from programs that allow the agency to more effectively and efficiently evaluate risk
and benefit together in the New Drug Approval process.

RESPONSE TO QUESTIONS OF SENATOR ENZI BY THOMAS R. FLEMING, PH.D.

Question 1. What are some of the strengths and limitations of ‘‘observational’’ or
longitudinal studies versus placebo-controlled studies? Is it appropriate to pull a
drug from the market based solely on observational studies without some sort of ac-
tive control?
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Answer 1. In the post-marketing setting, multiple sources of information are use-
ful in monitoring for safety signals. Recalling my testimony on March 1, 2005, these
sources include:

‘‘(i) post-marketing passive surveillance, such as is provided by the Adverse
Event Reporting System (AERS); (ii) post-marketing active surveillance, such as
is provided by large linked data bases, in particular for products that will have
wide spread use; and (iii) post-marketing randomized trials to rule out unac-
ceptable increases in the rate of clinically significant safety risks that are un-
common or occur on a delayed basis, when evidence has been obtained to sug-
gest the plausibility of such risks.’’

The first two sources are ‘‘observational’’ studies. The strengths of these passive
and active surveillance methods are their ability in some settings to provide timely
detection of safety signals for products as used in real world settings. These ap-
proaches are especially useful when there is a strong temporal relationship, (i.e., the
safety risks occur immediately after the administration of the product), when there
are biological factors supporting plausibility of risk, and when the intervention in-
duces a very large increase in the relative risk of safety events that otherwise would
have occurred very rarely in clinical practice, (e.g., detecting the association of
intussusception with use of the rotavirus vaccine, or Stephens-Johnson rash with
use of an HIV/AIDS drug, or ruling out an association of encephalitis with use of
an acellular pertussis vaccine).

These sources of information provided a sufficient basis to remove the rotavirus
vaccine from the market, because this vaccine did induce a large and temporally re-
lated increase in the rate of the usually rare event of intussusception. More often,
however, due to important limitations in these passive and active surveillance ‘‘ob-
servational’’ studies, such sources of information are more useful for hypothesis gen-
eration regarding safety signals, where such hypotheses then need to be rigorously
assessed using post-marketing randomized trials. This is particularly true when the
intervention provides a moderate increase in the risk of a clinically significant safe-
ty event, especially if this increase might occur on a delayed basis. The identifica-
tion of the increased risk of cardiovascular (CV) death, MI and stroke, caused by
use of Cox-2 inhibitors, is a classic example of this situation. Recalling my testimony
on March 1, 2005 about limitations of passive and active surveillance sources of evi-
dence regarding detection of safety signals:

Due to lack of a randomized control group, frequently unavailable confounder
information (such as aspirin use or smoking history when studying Cox-2 in-
hibitors), concerns regarding outcome specificity (are reported events truly
events?) and sensitivity (are true events reliably captured?) partly due to recall
bias, and concerns resulting from loss to follow-up and the lack of a proper
‘‘time zero’’ cohort, results from these analyses can be very misleading, espe-
cially when one is attempting to determine whether an intervention induces a
clinically important safety risk that corresponds to less than a 2-fold increase
in rate of occurrence of these safety events. These concerns appear to be rel-
evant to the setting of Cox-2 inhibitors. While their effect on the risk of CV
deaths, MI and stroke is clinically significant, it appears that this effect is ap-
proximately at the level of a 1.5 fold increase, an important but not dramatic
increase. In such settings, the FDA properly would view such ‘‘epidemiological’’
or ‘‘observational’’ evidence, with all its limitations, to be hypothesis generating
or clues regarding safety signals. The FDA properly recognized that it was nec-
essary to conduct post-marketing randomized trials, with large sample sizes and
long term follow-up, to reliably address the CV safety risk of the Cox-2 inhibitor
class, so that risks could be reliably weighed against the proven benefits.

This testimony also gave several examples to illustrate that more reliable large
post-marketing randomized clinical trials often provide substantially different con-
clusions from observational studies regarding the frequency and severity of safety
risks. Results from observational trials usually should be viewed with caution, in
the spirit of hypothesis generation, and usually should not serve as the sole basis
to justify removing a drug from the market.

Question 2. Your testimony includes some very interesting statistics as to the size
of a clinical trial that would have to be conducted to pick up adverse events of a
given frequency. It’s all well and good to say that a risk is equal to a ‘‘1.2 fold in-
crease over background,’’ but that doesn’t mean much to most people. Do you have
any thoughts on how to best communicate to doctors and patients the absolute and
relative risks of side effects?
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Answer 2. While one useful approach to summarizing the magnitude of a safety
signal is to report the estimated increase in relative risk, such as a ‘‘1.2 fold in-
crease over background’’, you correctly note that additional ways of conveying risk
are very helpful to patients and care givers. For example, the ‘‘CV mortality, MI and
stroke’’ safety signals for Cox-2 inhibitors have been evaluated in a large number
of completed randomized clinical trials involving more than 75,000 patients. The
proportion of patients in the control arms of these trials who experienced the out-
come of ‘‘cardiovascular death, MI and stroke’’ was approximately 1 percent (i.e., 10
per 1,000 patients) per year. (This proportion was smaller in settings such as rheu-
matoid arthritis and larger in settings such as Alzheimer’s disease and coronary ar-
tery surgery). In such instances where the background rate is 1 percent, if a drug
induces a 1.5 fold increase in the risk of ‘‘CV death, MI and stroke’’, it might be
helpful to recognize that this indicates the drug causes 5 additional ‘‘CV mortality,
MI, and stroke’’ events per 1000 patients treated, increasing the expected number
of events from 10/1000 to 15/1000 per year. (If the background rate were 2 percent
per year, a 1.5 fold increase would correspond to increasing the expected number
of events from 20/1000 to 30/1000 per year). This risk then needs to be considered
in the context of the totality of information about the benefit-to-risk profile of the
intervention.

RESPONSE TO THE QUESTION OF SENATOR KENNEDY BY THOMAS R. FLEMING, PH.D.

Question. In the VIGOR trial, compared with naproxen, Vioxx at 50 mg increased
the risk of heart attacks by a factor of 5. At that dose, the approved indication was
the short-term treatment of acute pain. Do you believe there is a benefit to 50 mg
of Vioxx over other treatment options that outweighs this risk?

Answer. Data from clinical trials evaluating several Cox-2 inhibitors in a variety
of clinical settings and doses strongly suggest that these agents, as a class, increase
the risk of CV death, MI and stroke. This evidence is particularly strong for Vioxx
at evaluated doses of 25mg and 50mg. From the 8000 patient Vigor trial, it is esti-
mated that patients receiving the 50 mg dose of Vioxx have approximately 2.4 times
the risk of these irreversible morbidity/mortality events. Due to ‘‘regression to the
mean’’ or to use of lower doses, validation trials involving an additional 15,000 pa-
tients have indicated that the true level of increased risk of these events is likely
smaller (probably closer to a relative risk of 1.5). Nevertheless, this increased risk
in treatment induced mortality and irreversible morbidity is more clinically signifi-
cant than the beneficial reduction in the risk of significant upper GI ulcers provided
by Vioxx relative to non-selective NSAIDS. Given that Vioxx has not been estab-
lished to provide improved pain relief relative to non-selective NSAIDS such as
naproxen, the totality of available information does not suggest that Vioxx, at evalu-
ated doses, provides a benefit-to-risk profile that is favorable relative to that of non-
selective NSAIDS.

There is anecdotal evidence suggesting that Vioxx might provide substantial bene-
fit to some patients with significant pain who have not obtained relief from other
treatment options. Such evidence could motivate conducting randomized trials that
would compare the relative pain relief provided by Vioxx versus standard-of-care,
in a cohort of patients who have not received benefit from multiple regimens involv-
ing non-selective NSAIDS. It might be possible to establish that Vioxx has a favor-
able benefit-to-risk profile relative to other treatment options in this restricted clini-
cal setting if such trials were conducted and yielded strongly positive results regard-
ing the ability of Vioxx to provide significantly superior pain relief relative to these
other treatment options, in particular if these efficacy results were to be achieved
using lower doses of Vioxx that could be shown to induce smaller increases in the
risk of CV death, MI and stroke.

While future trials might establish that certain doses of Vioxx have a favorable
benefit-to-risk profile relative to other treatment options in some restricted clinical
settings, marketing of a product should be based on what has been, rather than
what might be, established. Currently available data have established that Vioxx in-
duces serious safety risks and have not shown that it provides advantages over
available treatment options where these advantages are of comparable or greater
clinical significance than the induced safety risks. Hence, on the February 16–18
2005, while serving on the FDA Advisory Committee reviewing safety of Cox-2 in-
hibitors, I voted ‘‘No’’ to the question, ‘‘Does the overall risk versus benefit profile
for rofecoxib support marketing in the United States?’’
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RESPONSE TO QUESTIONS OF SENATOR ENZI BY DAVID FASSLER, M.D.

AMERICAN ACADEMY OF CHILD & ADOLESCENT PSYCHIATRY,
WASHINGTON, D.C. 20016,

April 1, 2005.
Hon. MICHAEL ENZI,
Chairman,
Committee on Health, Education, Labor, and Pensions,
U.S. Senate,
Washington, DC. 20510.

DEAR CHAIRMAN ENZI: Thank you for your inquiries regarding the U.S. Food and
Drug Administration drug approval process following my testifying at the H.E.L.P.
Committee hearing you convened March 1, 2005. I am pleased to provide the follow-
ing response to your questions.

Question 1. You have supported the call for additional large-scale research studies
on both the safety and efficacy of all of the SSRI medications. These are clearly
post-market studies. Do you support larger scale and/or longer pre-approval studies
on drugs that may be used in children and adolescents?

Answer 1. Many of the clinical trials currently conducted in conjunction with the
approval of a new medication are relatively short-term. However, children and ado-
lescents often take medication for an extended period of time. Both the American
Psychiatric Association (APA) and the American Academy of Child and Adolescent
Psychiatry (AACAP) support both larger scale and longer studies on the safety and
efficacy of medications used in the treatment of pediatric patients. Such studies
should be conducted both prior to and after approval. Data from these trials should
also be included in a centralized registry, accessible to the general public. Physi-
cians and parents need and deserve access to such information in order to make ap-
propriate decisions regarding treatment options.

Question 2. The British Medicines and Healthcare Products Regulatory Agency
and the American FDA took different actions to modify the use of SSRI anti-depres-
sants in children and adolescents. The British agency limited NHS prescribers to
one SSRI only, Prozac. FDA went with a label change. Can you compare and con-
trast these two approaches. In your professional opinion, what is the impact of these
two approaches on treating depressed children and adolescents?

Answer 2. The British regulators correctly concluded that the Food and Drug Ad-
ministration has more information regarding the use of fluoxetine in the treatment
of pediatric patients. However, the general clinical consensus in this country is that
the SSRI antidepressants are roughly equivalent in terms of overall safety and effi-
cacy. The selection of a specific medication is influenced by a number of factors in-
cluding the side effect profile (e.g., effects on sleep, appetite, etc.), pharmacological
properties (e.g., the half-life of the medication), and previous history with a specific
medication, including positive or negative experience among other family members.
Research indicates that approximately 60 percent of children and adolescents with
depression will respond to an initial medication. However, many of the remaining
40 percent will respond to a second, or sometimes even a third medication. Prohibit-
ing prescribing of medicines for those 40 percent of pediatric patients can hinder
effective treatment of mental illnesses. For this reason, physicians need continued
access to the full range of possible treatment interventions.

With respect to the SSRI antidepressants, several large scale ongoing studies are
currently underway which will significantly enhance our knowledge regarding the
use of these medications in children and adolescents. These include TADS (Treat-
ment for Adolescents with Depression Study), TASA (Treatment of Adolescent Sui-
cide Attempters), and TORDIA (Treatment Of Resistant Depression In Adolescents).
The results of these studies will help us refine our ability to determine which chil-
dren and adolescents are most likely to respond to a specific intervention.

Question 3. One of the problems pediatric researchers face are the small number
of patients available for study. That is particularly important where a side effect
may be identical in appearance to the natural history of the disease, such as in de-
pression. Do you think that these problems impacted FDA’s actions with respect to
the SSRIs? How could we improve FDA’s ability to respond?

Answer 3. It is particularly challenging to evaluate potential side effects which
are similar or even identical to symptoms associated with an underlying illness.
FDA made an attempt at this challenge with respect to the SSRI antidepressants.
In its process, FDA may not have fully considered the side effect profiles and the
psychopharmacologic profiles of the antidepressants on its studies’ patients. This ob-
servation underscores the importance of ensuring that the FDA has access to, and
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queries, researchers and clinicians with appropriate background and expertise to as-
sist regulators in distinguishing between side effects and underlying symptoms. In
particular, I have suggested the development of a Pediatric Central Nervous System
Advisory Committee which could provide such input, as necessary, to improve FDA’s
ability to respond.

Thank you again for the opportunity to share with the Committee my professional
and experiential opinions. On behalf of the American Psychiatric Association and
the American Academy of Child and Adolescent Psychiatry, I look forward to work-
ing with you in the future on these critical pediatric psychiatry matters.

Sincerely,
DAVID FASSLER, M.D.

RESPONSE TO QUESTIONS OF SENATOR ENZI BY ABBEY S. MEYERS

NATIONAL ORGANIZATION FOR RARE DISORDERS (NORD),
DANBURY, CT, 06813–1968,

March 24, 2005.
Hon. MICHAEL B. ENZI,
Chairman,
Health, Education, Labor, and Pensions Commmittee,
Washington, DC. 20510.

DEAR MR. CHAIRMAN: Thank you for the two questions regarding my testimony
at the drug safety hearing of the HELP Committee. My answers are as follows:

Question 1. As you know, there are things about rare disorders that make a dif-
ferent approval standard appropriate. Could you discuss whether rare disorders are
the right model for approval for drugs to treat more common disorders, and if so,
how that model would translate?

Answer 1. The Orphan Drug Act of 1983 does not provide a different standard
for orphan drug approvals. During 3 years of intense debate about the design of the
law, consumers made it very clear that we wanted orphan drugs to comply with the
same standards of safety and efficacy as other pharmaceuticals and biologics. We
do not want treatments that are less safe, or less effective than other treatments.
Rather, the law provides financial incentives to entice companies into developing
drugs for small populations of patients (fewer than 200,000 patients in the United
States), because the industry felt that such small populations represent a limited
market that would not be profitable enough. However, the law does provide a mech-
anism for patients to have access to orphan drugs while they are still investigational
if the patient is not eligible to participate in a controlled clinical trial. In this case
the patient gives informed consent and the doctor provides the medicine under an
IND.

At the beginning of the AIDS/HIV epidemic FDA was under pressure to speed the
development of new AIDS drugs, but consumers representing other deadly diseases
felt that the rules should not be changed for one disease. Rather, the new rules
should allow an accelerated approval process for treatments applicable to any seri-
ous or life-threatening disease when other treatments were unavailable or unsatis-
factory. Subsequently, then Commissioner Frank Young created an ‘‘accelerated ap-
proval’’ or a ‘‘fast-track’’ process allowing drugs for serious and/or life-threatening
diseases to show less efficacy data than is required for drugs to treat less serious
conditions, or serious conditions where there were already available therapies. How-
ever, the manufacturer had to promise to conduct clinical trials (to confirm the effi-
cacy or treatment benefit) after the drug was on the market.

Section 506 of the Food and Drug Modernization Act of 1997, which codifies the
regulation instituted in the 1980s by Commissioner Young, defines fast-track as fol-
lows:

Designation of Drug as a Fast Track Product.—In general. The Secretary shall,
at the request of the sponsor of a new drug, facilitate the development and ex-
pedite the review of such drug if it is intended for the treatment of a serious
or life-threatening condition and it demonstrates the potential to address unmet
medical needs for such a condition. (In this section, such a drug is referred to
as a ‘‘fast track product’’.)

Thus, since the mid-1980s until now, drugs for many diseases, both rare and com-
mon, were eligible to use this process if the drug fit within the serious or life-threat-
ening parameters of the regulation. However, the drug had to have concrete clinical
evidence that it was probably safe and effective before it could be approved for pa-
tients under the fast track system, and manufacturers had to promise they would
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conduct these confirmatory post-approval (Phase 4) trials if the FDA asked them to.
As you know, not all of those Phase 4 trials have been done, and those that have
been done may have taken longer than FDA required.

Question 2. Ms. Meyers, you have testified previously that the primary purpose
of the FDA Modernization Act ‘‘was to speed the approval of more new drugs and
devices, even if those drugs and devices were relatively unimportant to the public
health.’’ But we know that no two drug compounds are exactly the same in terms
of how they affect patients. Each patient has a unique genetic predisposition that
affects how a drug affects him or her. Each patient has his or her related or unre-
lated medical complications that affect how a drug reacts. A drug that might be
right for me, might not be right for you—so who decides which drugs are important
or not important to the public health?

Answer 2. There has been much written about ‘‘personalized medicines’’, but they
are not yet available for general use. This is primarily because science does not yet
have the tools to understand the genetic differences between humans. The first DNA
test to examine how a person’s liver may metabolize certain drugs has very recently
been approved by the FDA, and some cancer drugs can be aimed at certain types
of tumors but not others. Everyone expects that science will evolve so that personal-
ized medicines will eventually become available in the future, but it is not available
now, and doctors generally cannot prescribe a treatment based on a person’s genetic
profile.

It is indeed true that a drug that works for me may not be good for you. Compa-
nies spend a lot of money developing ‘‘me-too’’ drugs for common diseases that are
similar to other available therapies (e.g., many companies have or were recently de-
veloping Cox-2 inhibitors for the most common form of arthritis, osteoarthritis).
There are minor differences between these drugs in order not to violate a competi-
tor’s patent. But in terms of speeding approval of any new drug, FDA should recog-
nize that arthritis is not life-threatening, there are dozens of available treatments
already on the market for arthritis pain, and the people who take pain drugs are
either healthy people who want minimal risk from any medication (e.g., for a
sprained ankle or dental pain), or elderly people with other diagnoses who are tak-
ing other drugs. The risk of a dangerous interaction with other medicines, the dif-
ference of metabolism between young healthy patients and older people, and the
problems of taking a medicine long-term for a chronic disease like arthritis, should
raise significant safety questions before a new drug for arthritis pain enters the
market.

The only way for a doctor to tell which drug will work better on a person with
arthritis is to prescribe each one, one at a time. The manufacturers of Vioxx and
Celebrex have never claimed that their products are more effective than other anti-
inflamatories. In general they were marketed to be ‘‘as effective’’, but with greater
safety on the stomach. However, there are other anti-inflamatories on the market
that are manufactured to dissolve in the intestines rather than the stomach, for pa-
tients who have stomach problems. Additionally, long-term studies of the Cox-2 in-
hibitors have shown that people who took the drugs for more than one year had an
equal incidence of stomach ulcers to those who took older anti-inflammatories.

So I agree with you, Senator Enzi, that ‘‘me-too’’ drugs that are similar to other
medications, are good because they provide more choice for consumers, even though
doctors are usually unable to determine which may be better for each patient. But
these kinds of treatments for non-life threatening diseases, that will be taken chron-
ically for a disorder such as arthritis, and used by a frail elderly population with
other illnesses, should not be approved for marketing on a priority review. Instead
such drugs should be studied longer on a population that reflects the ‘‘real world’’
market, not a pristine group of individuals who have no other complicating factors.
Once these drugs reach our local pharmacies, people with heart conditions, diabetes,
high cholesterol, etc., take them. Even if FDA thought that the first Cox-2 inhibitor
was a break-through drug, then the second and third Cox-2 drugs should not have
been reviewed on a shortened priority basis.

We believe that fast-track reviews of pharmaceuticals should revert to their origi-
nal intent: They should be used as treatments for serious and life-threatening dis-
eases that have no other satisfactory treatments available (an unmet medical need).

I hope this answers your questions.
ABBEY S. MEYERS,

President, National Organization
for Rare Disorders (NORD).
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RESPONSE TO QUESTIONS OF SENATOR ENZI BY WILLIAM B. SCHULTZ

Question 1. You have proposed giving the FDA the authority and responsibility
to limit how doctors can prescribe medicine for their patients. Each patient’s situa-
tion is different, and I’m concerned that a regulatory agency that weighs risks and
benefits of a drug on a population level is ill-equipped to make those decisions on
a personal level. Once a drug has been approved by the FDA, isn’t it best left to
doctors and patients to make decisions about the risks and benefits?

Answer 1. I am not proposing that FDA be given authority to direct how physi-
cians treat individual patients. Unfortunately, however, there are examples of where
physicians simply do not pay attention to the FDA-approved label. Since we, as a
Nation, have given FDA the responsibility to review available data and to analyze
the risks and benefits of drugs (a task which few physicians or patients are qualified
to undertake, even if they had the time), in limited circumstances FDA should have
authority to ensure that physicians follow the Agency’s directions. One possibility
is to give FDA the authority to limit certain drugs to specific medical specialties.
The Agency already has this authority for medical devices. The other possibility
would be to give FDA explicit legal authority to place limitations on the use of par-
ticular drugs (such as where a drug can be used safely only in connection with a
certain test or where certain uses are clearly unsafe). I do not know whether this
last option is viable, but I offer it for consideration.

Question 2. Many have called for a greater separation between the Office of New
Drugs, which is responsible for drug approvals, and the Office of Drug Safety, which
is responsible for post-market surveillance of drugs that have already been ap-
proved. Are you concerned that a separate Office of Drug Safety would only look
at risks and problems, potentially ignoring the benefits?

Answer 2. I think that it is important that the expertise of the Office of New
Drugs be used in assessing safety problems that are identified after a drug is ap-
proved. Whomever is given the responsibility for deciding whether to limit the use
of a drug or to withdraw the drug must be directed to consider both risks and bene-
fits, just as FDA must consider both risks and benefits when deciding whether to
approve a drug.

Question 3. You suggest that FDA does not have clear statutory authority to re-
quire a postmarket study, but it appears that FDA successfully gets postmarket
study commitments. In fact, the vast majority of drug approvals (73 percent) be-
tween 1998 and 2003 included a postmarket study commitment. Can you comment
on how FDA is able to get postmarket study commitments from drug sponsors in
these cases even though it may not have clear statutory authority?

Answer 3. You are correct that prior to approval FDA sometimes obtains commit-
ments from companies to conduct postmarket studies. However, as the case of Vioxx
demonstrates, after a drug is approved, it is often essential to obtain additional in-
formation, and at that time the agency has no leverage or authority to obtain
postmarket commitments. My understanding is that the agency does not often (if
ever) seek or obtain commitments to undertake postmarket studies after a drug has
been approved. In my opinion, FDA should be given legal authority to require com-
panies to conduct postmarket studies where new information raises questions about
a drug after it has been approved.

Even at the time of approval, with no legal authority, the Agency has inadequate
leverage to obtain commitments to conduct the necessary postmarket studies. And
even when commitments are made, it has no authority to require companies to ful-
fill their commitments. At various times, it has been estimated that drug companies
do not meet a significant percentage of their commitments to conduct postmarket
studies. Legal authority to require postmarket studies would allow FDA to negotiate
adequate studies at the time the drug is approved and to enforce the postmarket
study commitments that it obtains from companies.

[Whereupon, at 11:43 a.m., the committee was adjourned.]

Æ
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